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Sammendrag: Ultralydmåling av veggtøyning i abdominalt aortaaneurisme 
Abdominalt aortaaneurisme (AAA) er en sykdomstilstand som innebærer at det oppstår 
en utposning på hovedpulsåren (aorta) gjennom magen. AAA er anslått å ramme 1.3-
8.9% av menn og 1.0-2.2% av kvinner over 60 år. Risikofaktorer inkluderer røyking, 
høyt blodtrykk, høyt kolesterol og familieforekomst av AAA. Sykdommen er som oftest 
asymptomatisk og oppdages tilfeldig i forbindelse med undersøkelse for andre lidelser. 
AAA medfører fare for at blodåren kan sprekke (ruptur), noe som medfører høy 
dødelighet. Forebyggende behandling kan gjøres ved å forsterke blodåren med en 
protese, enten med åpen kirurgi eller endovaskulær behandling, hvor man fører protesen 
inn fra lysken. Behandling er forbundet med en viss risiko, og anbefales derfor først når 
sannsynligheten for ruptur anslås å være tilstrekkelig høy. Nåværende kriterium for å 
anbefale behandling er at diameteren av aneurismet overstiger 50-55 mm eller øker 
raskt. Noen aneurismer sprekker imidlertid før de når denne størrelsen, mens andre kan 
være intakte til langt over 55 mm, og man ønsker derfor tilleggsinformasjon som kan gi 
en bedre individuell vurdering av tilstanden til aneurismet.  
Tema for avhandlingen har vært bruk av ultralyd for å bidra til forbedret 
håndtering av AAA. Ultralyd er en relativt billig, enkel og ufarlig avbildingsmodalitet. 
Mulige bruksområder inkluderer deteksjon og monitorering av aneurisme, veiledning og 
deteksjon av lekkasje i forbindelse med endovaskulær behandling, målsøkende 
kontrastmidler for diagnostikk og lokal medikamentell behandling, samt estimering av 
tøyning i åreveggen, som har vært hovedfokus for avhandlingen. 
Aorta utvider og trekker seg sammen ettersom blodet pulserer fra hjertet og 
gjennom åren. Aneurisme medfører endret bevegelse som kan være relatert til videre 
vekst og ruptur. Denne endringen kan potensielt avdekkes ved å analysere dynamikk i 
ultralydbilder. Ved å utvikle en metode for å estimere tøyning i flere segment av 
veggen, viste vi at tøyningen er inhomogen og gir tilleggsinformasjon sammenlignet 
med måling av diameter. Metoden ble videre anvendt for å måle tøyning i åreveggen før 
og etter endovaskulær behandling, og viste som forventet redusert tøyning etter 
behandling. Metoden er basert på to-dimensjonale (2D) ultralyd bilder. Ettersom 
veggtøyningen er inhomogen, vil det være nødvendig å undersøke flere snitt. Vi utviklet 
en metode for å kombinere 2D ultralyd med 3D bilder, noe som gir en samlet 
visualisering av data fra flere snitt, og gjør at vi lettere kan kombinere vår metode med 
metoder for veggspenningsanalyse basert på 3D bilder. Vi har også utviklet et 
rammeverk som kan benyttes for å evaluere metoder for estimering av tøyning.  
Metodikken utviklet i denne avhandlingen har spennende potensiale i forhold til 
å forutsi utvikling av AAA. Større studier for å undersøke klinisk signifikans av 
metoden anbefales for på sikt å kunne tilby forbedret seleksjon av pasienter.  
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Abstract 
 
Abdominal aortic aneurysm (AAA) is a vascular disease resulting in a permanent local 
dilatation of the abdominal aorta. Different studies estimate the prevalence of AAA to 
1.3-8.9% of men and 1.0-2.2% of women over 60 years of age. Risk factors include 
smoking, hypertension, high serum cholesterol, diabetes, and family history. The 
weakening of the wall and altered wall stress associated with aneurysm formation and 
progression may eventually lead to aneurysm rupture, which causes haemorrhage and 
severe blood loss and is associated with very high mortality. AAA is responsible for 
1.3% of deaths among men aged 65-85 in developed countries. Elective repair of 
asymptomatic AAA is recommended when the risk of rupture is estimated to exceed the 
risk associated with repair. Currently, best clinical practice is to recommend repair 
when the maximum diameter of the aneurysm exceeds 50-55 mm or increases rapidly. 
This is a population-based criterion, meaning that in average, an aneurysm with 
diameter exceeding this criterion is more likely to rupture than to experience 
complications with repair. Individually, however, some aneurysms rupture before 50 
mm, while several aneurysms larger than 55 mm are still intact. More patient-specific 
information about the state of the individual aneurysm is therefore warranted.  
 
In this PhD thesis I have developed and investigated concepts and methods for 
ultrasound based strain estimation in AAA. The physiological motivation is that 
progression of aneurysm is associated with altered wall tissue composition, which leads 
to altered elastic properties, and altered wall stress (geometry and flow conditions). The 
underlying hypothesis is that it may be possible to detect and quantify this alteration 
from dynamic ultrasound images, and through that predict further progression.  
 
We have developed a method for estimation of cyclic circumferential strain from 2D 
ultrasound. The method relies on the user to define the wall in an ultrasound image, and 
then automatically tracks a number of points in the wall over the cardiac cycle based on 
correlation between frames. The relative change in distance between neighboring points 
are used as a measure for strain estimation. Inhomogeneous strain values were found 
along the circumference of the aneurysms, suggesting that additional information could 
be obtained compared to using diameter alone. The method was further used for 
investigating strain in aneurysms before and after endovascular aortic repair (EVAR) in 
ten patients. Since insertion of a stentgraft reduces the load imposed on the wall, a 
successful EVAR should result in reduced strain. The results showed a clear reduction, 
which means that the expected reduction was indeed detectable using our method. The 
study included a limited patient material, and it remains to investigate if the strain 
values can be used for predicting clinical outcome after EVAR.  
 
Because only a limited part of the aneurysm can be imaged in each cross-sectional view, 
we demonstrated a method for visualizing the circumferential strain from several image 
planes together in a 3D model using navigation technology. The 3D model may enhance 
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interpretation of results by relating circumferential strain from several parts of the 
aneurysm to a 3D geometry. This is also an important step towards integration with wall 
stress simulations for adding more patient specific information. 
 
Abdominal images may have relatively low signal to noise ratios, which will negatively 
influence the performance of the correlation based tracking method. Before larger 
clinical trials are initiated, it is therefore important to investigate the quality of the strain 
estimates obtained by the method. We developed a simulation model, for simulation of 
wall motion due to a time-varying blood pressure, and for simulation of ultrasound 
images including speckle, direction dependent reflection and absorption. The simulation 
model is an important part of future evaluation and tuning of the strain method.  
 
Further refinement includes implementation of the processing method on an ultrasound 
scanner for real-time data analysis, which would benefit workflow and make it easier to 
find the most relevant image planes during investigation. Also, strain estimation from 
real-time 3D ultrasound is interesting for evaluating several strain components. Finally, 
clinical trials must be implemented for further investigating potential correlation 
between strain and clinically relevant parameters, including formation, growth and 
rupture of AAA.   
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Background 
 
Abdominal aortic aneurysm 
 
Abdominal aortic aneurysm (AAA) is a vascular disease resulting in a permanent local 
dilatation of the abdominal aorta. Normal diameter of the abdominal aorta varies from 
15-24 mm, depending on e.g. age, sex, bodyweight and blood pressure (Bengtsson et 
al., 1996; Johnston et al., 1991; Liddington & Heather 1992). AAA is defined as a 
widened aorta which diameter is exceeding 30 mm, or 1.5 times the normal diameter 
(Johnston et al., 1991; McGregor et al., 1975). AAAs can have different morphologies 
with respect to e.g. size, elongation, bulging and tortuosity, and can be fusiform or 
saccular. Aortic aneurysms may form in more proximal parts of the aorta, but the 
abdominal aorta is the most common location. Aortic aneurysms occurring in any part 
of the infra-diaphragmatic aorta may be termed as abdominal aortic aneurysm, but the 
most common definition restricts to the infra-renal aorta, including aneurysms involving 
the renal ostia or the iliac arteries (Fig 1). (Sakalihasan et al., 2005). 
 
   
Fig 1. Left: Normal abdominal aorta, mid: AAA and right: w/stentgraft. The aortic wall 
is segmented from CT using the open-source software ITK snap (www.itksnap.org), and 
visualized using CustusX (SINTEF, Trondheim, Norway).  
 
After formation, the aneurysm may grow and eventually progress to rupture, which 
causes haemorrhage and severe blood loss. Rupture is associated with very high overall 
mortality (65%-85%) (Kniemeyer et al., 2000; Thompson, 2003). In some cases an 
aneurysm may lead to back and abdominal pain or a palpable pulsating mass in the 
abdomen, but AAA is most often asymptomatic until rupture, and only coincidentally 
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detected during examination for other diseases or through ultrasound-based screening 
programs. AAA can be treated either with open surgery or endovascular aneurysm 
repair (EVAR). In addition to acute repair of ruptured or otherwise symptomatic 
aneurysms, elective repair of asymptomatic AAA is recommended when the risk of 
rupture is estimated to exceed the risk associated with elective repair (1.1-7.0% 30-day 
mortality). The prevalence of AAA is estimated to 1.3-8.9% of men and 1.0-2.2% of 
women over 60 years of age. Risk factors include cigarette smoking, hypertension, high 
serum cholesterol, diabetes, and family history. AAA is responsible for 1.3% of deaths 
among men aged 65-85 in developed countries (Sakalihasan et al., 2005). 
 

The aortic wall consists of three layers. Intima is closest to the lumen, and is a thin layer 
composed of endothelial cells. Media consists of elastin and collagen (extracellular 
matrix), and smooth muscle cells (SMC), whereas the adventitia mainly consists of 
collagen fibres. The aortic tissue is fed both directly through the inner layer and by 
supplying blood vessels (vasa vasorum). 
 
The function of the aorta is to distribute blood flow from the pulsating heart to smaller 
vessels that supply blood to the tissue. As the blood flow pulsates through the aorta, the 
mechanical properties of the aortic wall allow the tissue to pulsate. Elastin contributes 
especially to the elasticity of the aorta, whereas collagen is stiffer and strengthens the 
aortic wall. Due to the combined mechanical properties, the pulsating blood flow into 
the aorta is transformed to a more even blood flow to continuously supply blood to the 
organs and tissues throughout the body.  
 
To maintain its function over time, mechanoreceptors in the endothelial cells respond to 
mechanical stimuli on the vessel wall by sending chemical signals, activating pathways 
within the cells that control the expression of genes and proteins to alter the 
microstructure of the artery (Chien, 2007). In some cases, abnormal shear stress stimuli 
or disturbed pathways may cause a pathologic remodelling of the tissue. The aetiology 
of AAA is complex, and affected by genetic, mechanical and life-style related risk 
factors (e.g. smoking and high cholesterol). Most AAAs are associated with 
atherosclerosis. “The main pathophysiological mechanisms in development and 
progression of AAA are inflammation, proteolysis and apoptosis” (Zankl et al., 2007).  
 
The abdominal aorta is more susceptible to aneurysms compared with other parts of the 
aorta. This may partly be caused by local hemodynamics, e.g. turbulence distal to the 
renal artery inlets, and pressure augmentation due to reflection of pressure waves from 
distal bifurcations. Also, the abdominal aorta is stiffer than more proximal parts of the 
aorta, and contains less elastin and less medial vasa vasorum than the more proximal 
aorta (Zatina et al., 1984). The connective tissue may therefore be more susceptible to 
ischemic injury. 
 
Morphological changes including growth and wall thickening are characteristics of the 
aneurysmal aorta. Intraluminal thrombus (ILT) is often found in the aneurysm sac, 
caused by endothelial injury (e.g. atheroma) or by abnormal blood flow (e.g. 
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turbulence). According to Yushimura et al. (2011) and references therein, the size and 
growth rate of the ILT is associated with AAA growth rate and rupture risk. Also, “the 
AAA wall covered by the ILT has been shown to be thinner and exhibit an increased 
number of inflammatory cells, a lower density of smooth muscle cells, and severely 
degraded extracellular matrix, especially elastin, compared to the thrombus-free wall. 
The AAA wall underlying a thick ILT was also shown to have less tensile strength 
compared to the wall covered with a thin ILT”. They further commented that although 
ILT may not necessarily be an active source of proteases, it is possible that ILT plays an 
active role in AAA, for example by producing inflammatory mediators. Neo-
vascularization is also found in relation to AAA (Herron et al., 1991; Holmes et al., 
1995; Thompson et al., 1996). Choke et al. (2006) found that rupture of AAA was 
associated with increased medial neovascularization. In addition, aneurysm tissue is 
stiffer than normal aortic tissue. 
 
The association between evolution of aneurysms and alteration of the elastic properties 
of the vessel wall is caused by biological processes affecting elastin and collagen (and 
SMC), which are the main load bearing constituents in the aortic wall. Matrix-
metalloproteinase (MMP) activity and apoptosis causes loss of elastin, higher collagen 
turnover and loss of smooth muscle cells (Freestone et al., 1995). The different elastic 
properties of elastin and collagen, explains why AAA tissue is stiffer than normal, age-
matched abdominal aortic tissue.  
 
It has been suggested that aneurysm growth is associated with loss or degradation of 
elastin, and that the content of collagen increases, which is believed to be a 
compensatory response to increase the strength of the tissue. A study by He and Roach 
(1994) reported that normal aorta contained 22.7% elastin, 22.6% SMC and 54.8% 
collagen, versus 2.4%, 2.2% and 96.5% for AAA. If further progress results in loss of 
collagen (or fail to synthesize properly cross-linked collagen), the wall becomes 
weakened, potentially leading to the point where wall tissue fails to withstand the load 
imposed by the blood pressure, and the aneurysm ruptures (Petersen et al., 2002). Due 
to loss of collagen, the weakened wall will be more extensible. Consistent with this, it 
has been shown that aneurysm tissue is stiffer than normal tissue, but that softer 
aneurysm tissue is more prone to rupture than stiff aneurysm tissue (Di Martino et al., 
2006). 
 


Due to cost and risk associated with elective aneurysm repair, patient selection is 
important in clinical management of AAA. Specifically, the risk of rupture should be 
balanced against the expected risk/benefit associated with repair to determine 
appropriate time for intervention. Population based studies have suggested that therapy 
should be recommended for eligible patients with aneurysm diameter exceeding 50-55 
mm or increasing rapidly (more than 3-6 mm/year) (Brewster et al., 2003). Smaller 
aneurysms are kept under surveillance, usually with CT or ultrasound imaging. Risk 
factor modification, e.g. cessation of smoking, treatment of hypertension and 
pharmaceutical inhibition of inflammation and protease, could reduce growth in these 
aneurysms (Baxter et al., 2008; Chaikof et al., 2009; Moll et al., 2011). 
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The validity of aneurysm size as prognostic marker of rupture may however be 
questioned. Specifically, rupture does occur in smaller aneurysm, while on the other 
hand, several aneurysms with diameter larger than 55 mm are still intact. Brewster et al. 
(2003) summarized findings from several studies, and estimated annual rupture risk 
versus size to vary as illustrated in Fig 2. Darling et al. (1977) reported an autopsy study 
comprising 459 unoperated AAAs of which 112 had ruptured. Out of 265 aneurysms 
with diameter less or equal to 50 mm, 34 ruptured, whereas out of 194 aneurysms with 
diameter larger than 50 mm, 116 were unruptured. I.e. 7.4% ruptured at diameter less 
than 50 mm, whereas 25.3% was intact despite a diameter exceeding 50 mm. Additional 
indicators are therefore warranted to predict rupture at an individual level.  
 
Aneurysm formation and progression may both weaken the wall due to biological 
changes, and alter the stress condition due to altered flow and geometry. Considering 
that rupture is caused by the wall strength failing to withstand the stress caused by the 
blood pulse, more accurate estimation of rupture risk depends on estimation of wall 
stress and strength at a patient specific level. 
 
 
 
Fig 2. Graph illustrating annual rupture risk versus diameter. (Based on Brewster et al., 
2003). The dashed lines indicate risk (30-day mortality) associated with repair (1.1-7%).  
 
 
Biomechanics of abdominal aortic aneurysm 
 



Mechanics is the study of forces and how forces interact with objects. Statics relates to 
systems in mechanical equilibrium (in rest or constant motion), whereas dynamics is the 
study of forces causing changed motion. Mathematical modelling of forces and motion 
helps describing, understanding and predicting mechanical processes.  
 
In continuum mechanics, objects are described and analysed based on macroscopic 
properties (average over volume elements containing many cells, molecules or atoms). 
Material properties are described by constitutive model equations. 
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Deformation is a mechanical process describing change in size or shape. Elastic 
deformation means that the deformation is reversible, whereas plastic deformation is 
irreversible. A material usually deforms elastically below a certain limit (yield), and 
plastically above. Further deformation may lead to fracture.  
 
Local deformations in a material can be quantified as strain. Longitudinal, shear and 
volumetric strain are the primary strain concepts. Longitudinal strain (or normal strain) 
is defined as the change in length of a line element relative to the length of the line 
element. Shear strain is the change in angle between two line elements, and the 
volumetric strain is change in volume relative to the original volume. Longitudinal 
strain can be expressed by considering an incremental change of length resulting in an 
incremental strain  
    
 
The strain resulting from a line being stretched from length L0 to length L is found by 
integration:  
    

   
  
 

  
 
The exact result is called natural (or logarithmic) strain, while the approximation, which 
is valid for low strain, is called engineering (or linear) strain. 
 
A more general approach is to express strain as a tensor (Irgens, 2005, p134-141). The 
Green strain tensor E can be expressed in terms of the deformation gradient F as 
 
   
    
 
The deformation gradient F gives the relation between a line-element dr0 (with length 
ds0) in the original configuration and dr (length ds) in the deformed configuration 
 
      

   



       
 
The longitudinal strain in direction e can thus be expressed in terms of Green strain 
tensor E as 
     
 
It can also be shown that shear strain  between two originally orthogonal line-elements 
along e and ê, and volumetric strain v can be expressed as 
 
      
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      
 
When small strain values can be assumed, the Green strain tensor can be approximated 
to (using cylindrical coordinates) 
 
 
  
  
  
 
 
 denotes normal strains,  shear strains. When a material is deformed, internal stresses 
occurs. Stress can also be expressed as a tensor. With normal stress  and shear stress , 
the tensor can be written (in cylindrical coordinates) as 
 
 
  
  
  
 
 
Strain is related to stress through material properties modelled by a constitutive 
equation (T=T(E)), and typically characterized by stress-strain diagrams determined by 
applying a load to a specimen of the material, and measure the resulting elongation or 
compression. A stiff material will resist deformation more than a softer material. 
Material properties can be isotropic or anisotropic and homogeneous or inhomogeneous. 
Elastic materials can be linear or non-linear and purely elastic or viscoelastic. For 
viscoelastic materials, the strain-stress response is time dependent (T=T(E,dE/dt)). High 
viscosity delays the response. Hysteresis, creep and stress relaxation are consequences 
of viscoelasticity.  
 



In biomechanics, mechanics is used for analysing biological systems, which are 
complex in terms of geometry and material properties (inhomogeneous, anisotropic, 
non-linear, viscoelastic. Fung, 2004). Properties are also time-varying due to the fact 
that biomechanics deals with living tissues and auto-regulating systems. Through 
mechanotransduction, biological materials respond to altered mechanical environment, 
making biomechanical stress/strain decisive in healthy as well as pathological 
remodeling. Biological systems can be described on various levels ranging from cells 
and molecules to tissues, organs and systems of organs. For some purposes (growth, 
development of pathology), the continuum mechanics approach may be supplemented 
with multi-scale modeling, taking into account mechanisms in lower levels. 
 
Significant insight can be obtained from biomechanical models. Only a few simple 
models can be solved analytically, but increased computational power facilitates 
numerical computer simulations (finite-element models (FEM), e.g. for solid-state stress 
estimation, flow simulation (computational fluid dynamics, CFD) and fluid-structure-
interactions (FSI)). These simulations should be combined with experimental 
measurements for parameter estimation and verification.  
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Progression of AAA is associated with altered elastic properties of the aorta, and 
changed geometries and flow conditions, which changes the wall stresses and strains, as 
well as wall strength. Altered mechanical stimuli further triggers remodeling of the 
aortic wall. Biomechanical analysis can provide important insight into formation, 
growth and rupture of aneurysms. Although prediction of formation and growth by 
including remodeling, mechano-transduction and signaling pathways has been described 
(Sheidaei et al., 2011; Volokh & Vorp al., 2008; Watton et al., 2004), most research has 
focused on predicting rupture. 
 
It has been shown that blood vessels exhibit a nonlinear viscoelastic relation between 
stress and strain (Fung, 2004; Imura et al., 1990). This property has been linked to the 
microscopic structure of the tissue, specifically the contents of elastin, collagen and 
smooth muscle cells (Apter et al., 1966). Mechanical properties of AAA have been 
investigated by in-vitro tensile testing, showing that aneurysm tissue is stiffer than 
normal tissue, and that the mechanical properties are inhomogeneous over the wall 
length and circumference. (di Martino et al., 2006; He and Roach, 1994; Ragahavan et 
al., 1996; Sumner et al., 1970; Thubrikar et al., 2001; Vande Geest et al., 2006a). He 
and Roach (1994) found that elastin and SMC was reduced by 91%, and collagen and 
gel matrix content increased by 77% in AAA compared to normal. Raghavan et al. 
(1996) showed that the tissue was slightly stiffer, and had a higher ultimate stress, in the 
circumferential direction compared to the axial direction. 
 
It is generally accepted that rupture occurs when the intramural stress exceeds the wall 
strength. For certain geometries there are clear relations between diameter d and wall 
stress . For example, Laplace equations for a thin-walled cylinder (wall thickness h << 
d) gives 
 
   

    

         
 
where p is the pressure difference between inside and outside the cylinder. However, 
AAA geometries are complex, with high local wall curvatures and varying ILT and 
tissue composition. The actual patient-specific geometry can be taken into account 
combining medical imaging (most often by computed tomography, CT) and numerical 
simulation of wall stress (finite-element-model, FEM) (Raghavan et al., 2000; di 
Martino et al., 2001; Wolters et al., 2005). Important results include that stress is 
heterogenous over the aneurysm, and that maximum stress is not necessarily coincident 
with maximum diameter. Examples of wall stress calculation are shown in Fig. 3, 
illustrating inhomogeneous stress over the aneurysm wall, and lower stress values in 
normal aorta (12 N/cm2) compared to AAA (29-45 N/cm2) (Raghavan et al., 2000). For 
reference, failure strength has been reported to be as high as 121 N/cm2 for 
nonaneurysmal aorta and 65 N/cm2 for typical AAA wall (Raghavan et al., 1996; Vorp 
et al., 1996). Fillinger et al. (2003) reported a clinical study showing that wall stress was 
a better predictor of rupture compared to diameter. Several studies have shown that 
presence of ILT reduces and redistributes stress (e.g. di Martino & Vorp, 2003; 
Georgakarakos et al., 2009; Li et al., 2008; Mower et al., 1997; Wang et al., 2002), but 
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as discussed previously, ILT is also associated with reduced wall strength.  It has also 
been shown that ILT fissures increase the stress in the underlying wall (Polzer et al., 
2011). Attempt on taking into account the strength of the aneurysm tissue based on 
clinical and image-based parameters has been reported (Vande Geest et al., 2006b).  
 
 
 
Fig 3. Wall stress under systolic blood pressure in AAA patients and one control. 
Raghavan et al. (2000) applied the finite-element method to geometries obtained from 
CT data, and with a nonlinear biomechanical model for AAA wall tissue. In addition to 
lower stress in the control aorta, large variation in stress is noted over individual 
aneurysms and between aneurysms with comparable diameters. Posterior and anterior 
view of all cases. (Reprinted from Raghavan et al. 2000, with permission from Elsevier) 
 
Although wall thickness and material properties are known to vary, these parameters are 
not available on a patient specific basis. Assumptions about uniform, constant wall-
thickness and material properties represent current limitations in wall stress analysis 
based on CT. By taking advantage of several medical imaging modalities, more patient-
specific information can be obtained, thereby providing a more complete image of the 
state of the aneurysm. Analysis of wall motion in different segments of the aneurysm 
may reveal information about variations due to thinning, stiffening or weakening of the 
wall, and thereby contribute to further understanding and prediction of aneurysm 
progression. 
 
This thesis focuses on ultrasound, which due to being a real-time imaging modality can 
give both structural and functional (dynamic) information. This may be relevant for 
directly predicting aneurysm progression, but may also be important in combination 
with numerical simulations, both for validation purposes and for integrating more 
patient-specific information into the simulations. 
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Ultrasound 
 
Ultrasound equipment is portable, relatively inexpensive and does not depend on 
ionizing radiation. Ultrasound is a real-time imaging modality, and can therefore, in 
addition to imaging anatomical structures, also be used for investigating blood flow or 
organ motion, e.g. dynamics of the heart. The ultrasound probe is handheld and 
manually positioned on the patients’ body, which gives an opportunity to interactively 
investigate the anatomy and potential pathologies. Because ultrasound image quality in 
some cases is compromised by limited view due to bowel gas or obesity, skills are 
required both to obtain good images, and to interpret the images. 
 
Medical ultrasound is based on high frequency waves that are transmitted into the body. 
Structures within the body reflect these waves, and the echoes are analysed for 
retrieving diagnostic information. Ultrasound refers to frequencies above the audible 
range, typically in the range 2-20 MHz (megahertz) for medical ultrasound imaging.  
 
Technically, an ultrasound system consists of a scanner generating electrical pulses that 
are applied to a transducer  (probe). The transducer consists of piezoelectric material 
able to convert between electrical signals and mechanical oscillations. When the 
transducer is in contact with the skin, these oscillations propagate into the body, 
comparable to audible sound waves propagating through air. Ultrasound transducers are 
made up from arrays of elements that are activated with individual time delays to 
perform beamforming, i.e. focusing and steering of the ultrasound beam. Figure 4 
illustates use of electronic delays for beamforming, and transmitted intensity field 
simulated using Field II (Jensen and Svendsen, 1992). 
 
 
Fig 4. Beamforming. Time delays and corresponding transmitted fields.  
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Ultrasound propagating into the body is reflected from interfaces between tissues with 
different acoustical properties, i.e. speed of sound and mass density. Interfaces between 
soft tissues typically results in reflection of ~1% of the intensity of the ultrasound wave, 
whereas interfaces between soft tissues and bones reflects ~10-20%. Interfaces between 
gas and tissue result in almost total reflection, which means that no sound penetrates, 
thus leaving acoustical shadows behind gas. Penetration is also reduced due to 
absorption in soft tissue. Bone tissue has higher absorption, resulting in acoustical 
shadows also behind bones. Sound is not only reflected from interfaces between 
different tissues, but also scattered from within each tissue due to smaller 
inhomogeneities. Interference between scattered sound from several inhomogeneities 
gives rise to speckle pattern. Echogenecity is a term used for describing the reflective 
properties of different tissues. The relative echogenecity of different structures is 
described as an-, hypo-, iso- or hyperechoic. 
 
The reflected sound, or echo, is received by the transducer, which converts the 
acoustical signals back to electrical signals. The received signals are sampled at a time t 
after transmission of the pulse, and the relation between sample time and depth is given 
by t=2d/c, where c is the speed of sound and d is the depth along the propagation 
direction. The factor 2 accounts for the two-way distance the pulse propagates forward 
and back after being reflected. The sampled signals undergo beamforming, post-
processing and visualization to retrieve and present diagnostic information (Fig 5). 
 
 
Fig 5. Ultrasound imaging. Signals are transmitted (tx), propagates into the body and 
are reflected from internal structures. The echoes are received (rx), post-processed and 
visualized. 
 
The quality of ultrasound systems can be measured in spatial, temporal and contrast 
resolution. Spatial resolution describes the ability of the ultrasound system to detect and 
separate nearby structures. The spatial resolution is directionally varying with best 
resolution along the ultrasound beam (axial), compared with lateral and elevation 
direction. The spatial resolution of an ultrasound system is characterized by the point-
spread-function (PSF). The resolution improves with larger size of the active 
transducer, smaller depth from the transducer and higher frequency and bandwidth of 
the transducer. Several techniques are used for obtaining a more homogeneous 
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resolution also outside of focus; including aperture apodization, dynamic focusing, and 
multiple transmit foci. PSF in different depths and with different settings has been 
simulated using Field II (Jensen and Svensen, 1992), as illustrated in Fig 6. Higher 
frequency gives better resolution, but also increases absorption and obscures imaging of 
deeper structures. 3.5 MHz is a usual trade-off for imaging the abdominal aorta without 
too much absorption, while providing a theoretical resolution in the order of 0.5-1 mm 
in axial and lateral direction, and 2-3 mm in elevation.  
 
Fig 6. Point-spread-functions in different depths (cm). 3.5 MHz linear array, focus 
depth 8 cm and aperture 2.8 cm. Compared to the left image, a more homogeneous psf 
is obtained using apodization (mid), and apodization and dynamic focusing (right).  
 
The temporal resolution is measured in frames per second. Especially for cardiovascular 
applications, high framerate is necessary to capture dynamics of blood flow and tissue 
motion. Contrast resolution describes the ability to differentiate between structures with 
(slightly) different echogenecity. Additional quality measures are sensitivity, which 
describes the ability to detect low echoes, and dynamic range, which is the ability to 
simultaneously visualize high and low intensity echoes. Image quality is degraded by 
noise and absorption, as well as acoustical artefacts from the ultrasound pulse 
propagation through human tissue with heterogeneous and non-linear acoustic 
properties. An example of these artefacts is refraction, caused by a change in 
propagation direction when the ultrasound beam crosses an interface between tissues 
with different acoustical properties at an oblique angle. Refraction may result in edge 
shadows or false echoes. Reverberations are multiple reflections between different 
objects along the propagation direction, causing false echoes and generally degrade the 
image quality. Aberrations are caused by inhomogeneous speed of sound, which results 
in degradation of the focusing of the ultrasound system, thus degrading image quality. 
Substantial efforts are devoted to develop techniques for reducing artefacts. 
Reverberation artefacts have been reduced by taking advantage of the non-linear 
propagation of ultrasound, e.g. tissue-harmonic imaging (Caidahl et al., 1998; Desser et 
al., 1999; Spencer et al., 1998) or SURF imaging (Hansen et al., 2010; Näsholm et al., 
2009). (Fig 7). Techniques for aberration correction have been reported (Måsøy et al., 
2005; Wang & Li, 2010), and modulated excitation may improve the quality of 
ultrasound (Misaridis & Jensen, 2005; Sanchez et al., 2009). 
    




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Fig 7. Acoustic noise. Illustrating noise suppression in carotid artery using SURF 
processing (right) compared to traditional B-mode (left). Courtesy of Rune Hansen 
(SINTEF/NTNU). 
 
Ultrasound is used in several medical domains, and different ultrasound probes are 
developed for different applications (Fig 8). Transcutaneous ultrasound imaging is 
performed using either a linear array probe, typically for imaging superficial structures 
as the carotid artery; curve-linear array probe (CLA), which is curved to cover a larger 
sector, typically used for abdominal and obstetric applications; or phased array (PHA) 
probe, which has a small footprint, but can image a larger sector by steering the 
ultrasound beam. Phased array probes are typically used in cardiology, where small 
footprint make it possible to place the probe between the ribs, while obtaining a larger 
sector to image the heart through the acoustical window. Specialised probes are used for 
imaging from within the body to come closer to the area of interest, thereby enabling 
high frequency imaging for high resolution without severe absorption. Further, artefacts 
caused by bowel gas or propagation through superficial tissues are reduced. One 
example is the intravascular ultrasound (IVUS) probes that are manoeuvred through 
blood vessels for investigating cardiovascular diseases.  
 
Structural, functional and even molecular information can be retrieved and presented 
from ultrasound in a number of ways. In addition to B-mode imaging, this includes 
estimation of Doppler frequency shift for extraction of velocity information, 
elastography analysis and contrast-enhanced ultrasound for perfusion imaging. More on 
these subjects, and specifically in relation to AAA management, can be found in 
Brekken et al. (2011), appendix. Ultrasound strain estimation is of special interest for 
this thesis, and will be further described here.  
 
 
Fig 8. Probes. A-C: Linear, curved linear and phased arrays, respectively. D: 2D matrix 
array for 3D imaging. Courtesy of Ole Vegard Solberg (SINTEF/NTNU). 
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Ultrasound strain estimation can be used for obtaining an in-vivo quantitative measure 
of tissue deformation (Ophir et al., 1991).  In cardiology, strain is used for investigating 
heart function, specifically myocardial contractility (D’Hooge et al., 2000; Sutherland et 
al., 2004). Strain differentiates between active contraction of the myocardial tissue 
segment and passive motion caused by contraction of tissue in other segments. Usually, 
strain imaging refers to imaging of deformation caused by natural motion, e.g. arterial 
pulsation, in contrast to elastography, which is used when an external force is applied to 
deform the tissue. Elastography has been used for tissue characterization, e.g. 
differentiating tumor from normal tissue (Garra, 2007). Strain estimation is relevant for 
AAA both because strain relates to stress, and because progression of AAA is related to 
altered mechanical tissue properties changing the elasticity of the wall. 
 
To quantify the deformation based on the ultrasound information, some measure of 
correlation (e.g. cross-correlation or sum-of-absolute difference) is used to estimate 
changes from a reference configuration at time t0 to the current configuration at time t. 
For tracking of points, the speckle pattern or other features in a neighborhood close to 
each point (region-of-interest, ROI) is compared to the pattern in a search area around 
the ROI in the next frame (Fig 9). The motion of the points is used for calculating a 
deformation field giving the strain. The strain resolution is given by the distance 
between the points, and is a trade-off between robustness and resolution, since smaller 
distances between points give larger influence from inaccurate tracking.  
 
Since correlation is used for finding the same point in succeeding frames, the motion of 
ROIs from frame to frame should ideally be small rigid-body-translation to avoid 
decorrelation of speckle due to deformation, rotation or large displacements. Therefore, 
the framerate should be relatively high compared to the motion or velocity. In addition 
to deformation of the ROI, noise and out-of-plane motion for 2D ultrasound affect 
tracking negatively. It is therefore beneficial to combine data-driven tracking with some 
spatial and/or temporal regularization. This could be in form of model based tracking 
with parameters being optimized to fit the data while constrained to some e.g. 
biomechanical considerations, physiological constraints or other apriori information.  
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Fig. 9. Tracking. The data inside each ROI (solid square) at time tn is compared (e.g. by 
cross-correlation) with data inside search area (dotted square) at time tn+1. More robust 
tracking can be obtained by making the motion of point k dependent of points k-1 and 
k+1 through imposing constraints on the shape of the curve. 
 
 
  



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Aims of study 
 
Ultrasound represents a cost-effective alternative for repeated examinations without 
increased risk to patients or operators. The subject of this thesis was to investigate use 
of ultrasound in AAA management, with main focus on developing and investigating 
concepts and methods for ultrasound based strain estimation in AAA. The physiological 
motivation is that progression of aneurysm is associated with altered wall tissue 
composition, which leads to altered elastic properties and altered wall stress. The 
underlying hypothesis is that it may be possible to detect and quantify this alteration 
from dynamic ultrasound images, and through that predict further progression and risk 
of rupture.  
 
Aims: 
 
• Develop a method for ultrasound strain estimation in AAA  
 
• Explore methods for evaluation of strain estimates  
 
• Perform a pilot study for demonstrating clinical use of the method  
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Summary of papers 
 
Paper I: Strain estimation in AAA from 2D ultrasound 
 
In paper I, we developed a fast, semi-automatic method for estimation of 
circumferential strain in AAA from sequences of cross-sectional ultrasound B-mode 
images. A number of points were placed along the circumference of the aneurysm, and 
tracked over a cardiac cycle. Strain was quantified as the relative change in distance 
between neighboring points over the cycle. The method was applied to data from 10 
AAA patients. We found that local strain values significantly exceeded the 
circumferential average strain, and that the calculated strain showed no apparent co-
variation with diameter over the observed range. This implies that the method gives 
additional information compared to diameter alone.  
 
Paper II: Reduced strain in AAA after endovascular repair 
 
In paper II, we applied the strain processing method to quantitatively study the 
difference in mechanical burden on the aneurysm wall before and after EVAR. We 
showed that strain was inhomogeneous along the circumference, both before and after 
treatment, and that, despite a significant reduction, cyclic strain was still evident after 
the stent-graft was placed. For two cases in which endoleak was proven by routine 
computed tomography, the relative reduction in maximum strain was slightly smaller 
(35% and 38%, compared to 45%, range 38%–63%) Further studies comprising more 
patients over time are necessary to investigate the clinical potential for using 
circumferential strain as an additional indicator of outcome after endovascular repair.  
 
Paper III: 3D visualization of strain in AAA based on 
navigated ultrasound imaging 
 
An intuitive visualization showing the relation between strain and 3D anatomy may 
benefit both data acquisition and the interpretation of strain. In paper III, we used 
navigation technology for combining several 2D ultrasound sectors into a 3D model, 
augmented with 3D computed tomography (CT) data. To accomplish this, a position 
frame was mounted to the ultrasound probe, and calibrated to relate the positions in the 
2D ultrasound images to 3D spatial coordinates. An optical positioning system was 
applied to track the position frame. Landmark-based registration was performed to 
relate CT data to the ultrasound data, and the strain values were mapped onto a model 
segmented from these CT data. In addition to potentially provide information relevant 
for assessing the rupture risk of the aneurysm in itself, this model could be used both for 
comparison with numerical simulations and for integrating measured strain with the 
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simulations in order to provide a more patient-specific model of the biomechanics of the 
individual aneurysm.  
 
Paper IV: Simulation model for assessing quality of 
ultrasound strain estimation in AAA 
 
In paper IV, we developed a simulation model for evaluating methods for ultrasound 
strain estimation in abdominal aortic aneurysms. Simulated ultrasound features included 
speckle, absorption and angle dependent reflection, and Gaussian white noise was added 
to simulate various noise levels. Dynamics was introduced by applying realistic blood 
pressures to a nonlinear viscoelastic wall model with geometry obtained from a real 
ultrasound image of an aneurysm. It was concluded that the model simulated realistic 
circumferential variations in intensity and realistic speckle pattern, and has potential for 
initial evaluation of strain estimation methods.  
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Discussion and future work 
 
Clinical impact 
 
While studies indicated increasing prevalence of AAA before the 2000s, more recent 
data suggest that the prevalence has been declining over the latest years (Sandiford 
2011). Still, the increasing age of the population, and increased use of image diagnostics 
along with potential influence of modern life-style factors is likely to result in a high 
number of diagnosed aneurysms also in the future. This calls for cost-effective clinical 
management of AAA. 
 
Being relatively inexpensive, portable and non-ionizing, ultrasound provides an 
opportunity for cost-effective repeated examinations without increased risk to patient or 
operator. The investigations are real-time and interactive, making it possible to examine 
relevant anatomy and potential pathology from different views. Ultrasound is highly 
suitable for detection of aneurysms and monitoring of aneurysm progression, as well as 
endoleak detection with contrast-enhanced ultrasound. Further interesting potentials of 
ultrasound in AAA management include early detection of rupture in emergencies using 
hand-held ultrasound equipment, and 3D ultrasound for guidance during endovascular 
repair. Contrast enhanced ultrasound for detection of neo-vascularization, or molecular 
imaging with targeted micro-bubbles, has potential for early detection, differentiated 
diagnosis and possible stabilization of aneurysms through local drug-delivery (Brekken 
et al., 2011, appendix). 
 
The main focus of this PhD study has been to explore ultrasound strain estimation in 
AAA. By analyzing the dynamics of the wall from ultrasound images with high frame 
rates (approx. 30-40 images per cardiac cycle), it is possible to retrieve information that 
may be related to growth or rupture prediction. This information is complementary to 
structural information such as diameter measurements or CT-based stress analysis. 
Improved prediction of growth and rupture enables differentiated diagnosis for efficient 
patient selection, potentially reducing both mortality rates and societal cost by reducing 
the number of unnecessary examinations and interventions. Although screening of 
subgroups with increased AAA susceptibility has been shown to reduce AAA mortality 
(Cosford & Leng, 2007; Ferket et al., 2011; Takagi et al., 2010), improved prediction 
would also benefit efficiency and ethical aspects of screening programs.  
 
The motivation for investigation of aneurysm progression by ultrasound strain 
estimation is that formation and progression of aneurysms are associated with altered 
stress and mechanical wall properties. Biological processes affecting elastin, collagen 
and SMC result in altered elastic properties. This alteration could possibly be examined 
using ultrasound for analyzing the pulsatile wall motion. Specifically, aneurysm 
formation and growth is associated with stiffening of the aortic tissue, which causes 
  
 
 
22 
lower strain values. If further progress results in loss of collagen or fail to synthesize 
collagen, the wall will be weakened and the aneurysm may rupture. Loss of collagen 
could make the tissue more extensible, which potentially could be observed through 
higher strain values compared to size-matched aneurysms that are less prone to rupture.  
 
Imura et al. (1986) used ultrasound for studying elastic behavior of the aorta. 
Ultrasound was used for tracking the diameter pulsation over the cardiac cycle, and 
elasticity was quantified by the pressure-strain elastic modulus, Ep=p/(D/D), where 
p and D are the differences between systolic and diastolic pressure and diameter, 
respectively, while D is mean diameter. In addition to pressure-strain elastic modulus, 
due to non-linearity between strain and stress, stiffness () have also been quantified as 
=ln(p)/(D/D). Several authors have used similar techniques to study the elastic 
behavior of AAA. It has been shown that the aorta is stiffer in men than age-matched 
women, that stiffness increases with age, and that aneurysm tissue is significantly stiffer 
compared with normal aorta (Länne et al., 1992; Sonesson et al., 1993). Wilson et al. 
(1998) also found that aneurysm tissue was stiffer than normal tissue, while less stiff 
aneurysms tended to be more prone to rupture. They later showed that large aneurysms 
were stiffer than smaller, but with large variations for equally sized aneurysms (Wilson 
et al., 1999), and that increased distensibility over time (compared to baseline) indicated 
significantly reduced time to rupture (Wilson et al., 2003). Long et al. (2005) reported a 
trend toward increased distensibility with increased AAA diameter. On the other hand, 
Sonesson et al. (1999) found no significant difference in wall mechanics in those AAAs 
that subsequently ruptured compared with electively operated AAAs in a study 
comprising 285 patients. 
 
While the mechanical properties are known to vary heterogeneously over the aneurysm 
wall (Thubrikar et al., 2001), the dynamic change in diameter over the cardiac cycle 
gives a measure of the average elasticity over the cross-section of the aneurysm wall. 
Using ultrasound for estimation of segmental strain gives a local assessment of tissue 
properties, which could potentially give information relevant to infer the state and 
predict further progression of the aneurysm and thereby improve selection of patients 
for AAA treatment.  
 
Ultrasound strain processing in AAA 
 
We have investigated concepts and methods for estimating strain from 2D cross-
sectional ultrasound images. Preliminary results indicate that the implemented methods 
reveal heterogeneous local wall strain and may have additional information compared to 
diameter measurements. However, there are limitations still to be overcome, including 
method refinement and verification, and further investigations on correlation with 
clinically relevant parameters. 
 
The strain estimation algorithm presented in Paper I is based on tracking of a number of 
points along the aneurysm circumference. A set of points are semi-automatically 
chosen, and these points are then tracked normal to the wall using temporal correlation 
of ROIs in the neighborhood of each point, in combination with dynamic programming 
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to impose spatial smoothness and avoid large geometrical changes compared to the 
initial configuration. A curve is then obtained by spline interpolation between the points 
for each time frame, resulting in a moving curve following the pulsation of the aortic 
wall. A second set of (equidistant) points is then (automatically) chosen and tracked 
along this curve, and strain is estimated as the relative distance between each 
neighboring point. The tracking method could possibly be improved by taking more 
information into account. First, instead of using data only in the neighborhood of each 
point, data along the entire circumference should be used in order to optimize the 
moving curve, e.g. by optimizing control points of the spline curve or by using a Fourier 
parameterization of the curve (e.g. Ravon et al., 2001). We implemented an example of 
a Fourier parameterization with the curve described in polar coordinates (r,): 
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As illustrated in Fig 10, the wall can be represented with few parameters (M=3) and 
parameter optimization can be a robust approach to tracking. Secondly, it may be 
necessary to allow points tracked along this curve to be slightly off the curve to 
compensate for possible inaccuracies in the tracking of the curve. In addition to the B-
mode based tracking approach, it is also possible that Doppler information could be 
used for improving tracking results (Heimdal et al., 1998, McDicken et al., 1992; 
Sutherland et al., 1994). Also, temporal regularization could be imposed in addition to 
spatial constraints by a model-based tracking approach. (Orderud et al., 2008). Last, a 
fully automatic method would improve repeatability by avoiding variation due to 
manual initial indication of the wall. 
 
  
Fig 10. Left: Ultrasound image of AAA with a Fourier parameterized curve adapted to 
the wall. Right: The area of the aneurysm tracked over six consecutive cardiac cycles.  
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A further improvement would be achieved by implementing the strain processing 
method on an ultrasound scanner for online, (close to) real-time evaluation and data 
acquisition. This would not only improve logistics in larger patient studies, but also 
make it easier to evaluate strain in several cross-sections and with different angles to 
find planes with maximum and minimum strain values. Since repeated consecutive 
measurements may differ slightly in position and orientation, online real-time 
processing could also reduce variability because several views could be investigated. 
Use of navigation technology for combining several cross-sections, as described in 
Paper III, could be useful for visualizing the combined results from different cross-
sections. In addition, recent advances in 3D ultrasound imaging technology could 
provide a possibility for real-time 3D strain estimation, which has been investigated for 
cardiology (Crosby et al., 2008; Elen et al., 2008; Orderud et al., 2008), and is 
interesting for future research also on AAA dynamics. Advances in ultrasound 
technology are further expected to reduce noise, which will benefit strain estimation, 
since tracking accuracy, and therefore accuracy of strain estimation, is negatively 
influenced by noise. 
 
It is worth noting that when estimating strain caused by cardiac or arterial pulsation, 
ultrasound only gives a cyclic strain relative to diastole, not absolute strain, since it is 
not possible to measure how much the tissue is deformed in diastole relative to a non-
pressurized configuration (i.e. diastolic strain is unknown).   
 
To estimate the elastic properties of the tissue, it is important to consider wall stress in 
addition to strain. Patient specific simulation could be combined with ultrasound strain 
to obtain a more complete picture for predicting further aneurysm progression. The 
method described in Paper III is an important step towards combining ultrasound strain 
with FEM analysis based on 3D CT data. This combined information may improve 
assessment of growth and rupture potential compared to each modality alone.  
 
Clinical validation 
 
Before initiation of larger clinical studies, as much as possible should be known about 
the quality of the strain estimation. As a starting point, the method could be evaluated 
using simulated data, e.g. as suggested in Paper IV. The benefit of simulation is 
particularly that all parameters are known with absolute certainty, while compromising 
realism may be a disadvantage. Simulation should therefore be used in combination 
with other testing, e.g. including laboratory models. In addition, reproducibility should 
be studied. Reproducibility is necessary in order to investigate possible correlation with 
clinical parameters, to assure that the estimates are consistent over time and between 
different operators and patients. 
 
After initial method verification, the most important in the end is clinical studies to 
investigate if strain can be correlated with clinically significant parameters. In Paper II 
we showed that the method could be used to measure an expected reduction in strain 
after EVAR. Further studies with more patients and longer follow-up after EVAR could 
be performed to study a possible relation between strain and endoleak or endotension. 
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This could give more insight into the potential relation between strain and shrinkage, 
stability and growth of aneurysms. 
 
Studies investigating potential relation between strain and rupture are difficult since 
intervention will usually be recommended for aneurysms kept under surveillance if the 
diameter exceeds 50-55 mm. Possibilities for studying rupture include a few ruptures of 
small aneurysms, and investigations of patients with larger aneurysms refusing or unfit 
for repair. Inclusion of ruptured aneurysms could be increased through multicenter 
studies. A simpler study would be to investigate if strain could be used to predict 
growth of small aneurysms, since patients could then be included prospectively and 
followed over a longer time-period without intervention to see if strain is different in 
aneurysms that are stable or slow or fast growing.  
 
Further insight may be obtained by studying strain in relation to more secondary 
measures, e.g. including both normal subjects and aneurysm patients to investigate 
strain versus age, gender, presence and size of aneurysms and amount of thrombus. 
Further studies could be initiated to investigate correlation between strain and known 
risk factors. This could include investigating if risk-factor modification (e.g. smoking 
cessation, blood pressure regularization, medication, exercise and diet) gives an 
associated modification of strain. It would also be interesting to study if strain is 
different between fusiform and saccular aneurysms, especially if strain is different in 
growing parts of the aneurysm compared to non-growing parts. Yet a possible study 
could be to investigate if the suggested method could be used to relate in-vivo strain to 
the extent of biological constituents (e.g. elastin, collagen, SMC or vasa vasorum), 
either by harvesting tissue samples from patients during open surgery, or from animal 
studies. E.g. Favreau et al. (2012) showed that stiffening of the aorta after angiotensin II 
injection in mice could be observed as reduced strain measured by murine ultrasound. 
Finally, ultrasound strain measurements could be compared to other diagnostic 
alternatives, including e.g. numerical wall stress analyses (Fillinger et al., 2003).  
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Conclusion 
 
Ultrasound is useful in several aspects of assisting clinical management of AAA. The 
main focus of this thesis has been to investigate ultrasound strain estimation in AAA, 
with a future goal to provide better prediction of growth and rupture, and thereby assist 
in patient selection. Compared to earlier approaches measuring the dynamic changes in 
diameter over the cardiac cycle, a strain estimation method with spatial resolution was 
developed in this thesis, thereby providing more detailed information. It was observed 
that strain varied along the circumference of the aneurysm wall, and that strain provided 
information that was additional to size. The strain processing method managed to 
differentiate strain before from after insertion of stent-graft, despite varying image 
quality among patients. 
 
We further developed a method for combining 2D strain analysis with anatomical 
information from CT. This illustrated how structural and functional imaging from 
different imaging modalities could be combined to increase the amount of available 
information. Further work may include integration of ultrasound strain measurements 
with numerical wall stress simulation.  
 
Correlation based tracking is susceptible to noise and out-of-plane motion. Considering 
the varying quality of abdominal ultrasound imaging, it is necessary to evaluate how 
well the strain estimation method performs. For this purpose we developed a simulation 
model for simulating both dynamic behavior and ultrasound images of AAA. The 
model will be useful for future method refinement and verification. Future technology 
that improves noise-suppression in ultrasound images can further improve the accuracy 
and resolution of strain estimation methods. 
 
In summary, methods and concepts with promising potential have been developed and 
illustrated. Future refinement of methods may include online, real-time processing and 
3D ultrasound for 3D strain analysis. Clinical studies, comprising more patients 
followed over longer time, are necessary to investigate if strain could differentiate 
between aneurysms with different prognosis.  
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2-D ULTRASOUND
REIDAR BREKKEN,* JON BANG,* ASBJØRN ØDEGÅRD,† JENNY AASLAND,† TORIL A. N.
HERNES,*‡ and HANS OLAV MYHRE†
*SINTEF Health Research, Trondheim, Norway; †St. Olav’s Hospital, University Hospital of Trondheim,
Trondheim, Norway; and ‡Norwegian University of Science and Technology, Trondheim, Norway
(Received 9 June 2005, revised 9 September 2005, in ﬁnal form 14 September 2005)
Abstract—The rupture risk of abdominal aortic aneurysms (AAAs) is routinely inferred from the maximum
diameter of the AAA. However, clinical experience indicates that this criterion has poor accuracy and that
noninvasive assessment of the elastic properties of the vessel might give better correspondence with the rupture
risk. We have developed a method for analysis of circumferential strain in AAAs from sequences of cross-
sectional ultrasound B-mode images. The algorithm is fast, semiautomatic and well-suited for real-time appli-
cations. The method was developed and evaluated using data from 10 AAA patients. The preliminary results
demonstrate that the method is sufﬁciently accurate and robust for clinically acquired data. An important ﬁnding
is that local strain values may exceed the circumferential average strain signiﬁcantly. Furthermore, the calculated
strain shows no apparent covariation with the diagnosed diameter. This implies that the method may give new
and essential information on the clinical condition of the AAA. (E-mail: reidar.brekken@sintef.no) © 2006
World Federation for Ultrasound in Medicine & Biology.
Key Words: Ultrasound, Strain, Abdominal aortic aneurysm, Elastography, Rupture risk.
INTRODUCTION
Abdominal aortic aneurysm (AAA) represents a serious
risk to the patient because of the high mortality rate
associated with rupture. About half of the patients having
an AAA rupture never reach the hospital and less than
half of the patients undergoing an emergent repair sur-
vive, giving a total mortality rate in the range of 80% to
90%. In the USA, more than 15,000 deaths occur annu-
ally as a result of ruptured AAAs. Of the diagnosed
AAAs 20% are detected when ruptured, some are de-
tected after the patient has experienced abdominal pain
and as many as 75% are asymptomatic and found during
examination for other diseases (Hsiang et al. 2001; Kaz-
mers et al. 2001; Wilmink and Quick 1998).
When an unruptured AAA is detected, it could be
scheduled either for surveillance or for elective repair by
open surgery or by endovascular treatment. The surgical
mortality ( 30 days) for elective repair is about 2 to 6%
(UKSATP 2002), and the clinician must evaluate the risk
for rupture vs. the risk associated with elective repair.
The patient’s age and general health condition are
weighed against the state of the AAA, which means that
an accurate measure of the risk associated with the AAA
is needed. Present practice is that surgery is recom-
mended when maximum AAA diameter exceeds 55 mm
and is expanding (Brewster et al. 2003). Aneurysms with
a diameter in the range of 30 mm to 54 mm are kept
under surveillance until they exceed 55 mm, show a
rapid expansion or become symptomatic. It has been
suggested that a diameter of less than 55 mm should be
chosen for intervention in women (UKSATP 1998).
Because of the potentially rapid increase in AAA
diameter, patients kept under surveillance undergo fre-
quent observations. But, despite this, rupture does occur.
Older patients with an AAA diameter larger than 55 mm,
who are kept under surveillance because of high risk for
surgery, show a rupture rate of more than 50% (Lederle
et al. 2002). Even with a diameter less than 55 mm, there
is still a 2% rupture rate in some subgroups (Brown and
Powell 1999; Nicholls et al. 1998).
Because AAA diameter may be a weak indicator for
rupture risk, wall stress has been suggested as a more
accurate measure. Stress analysis could be performed by
segmenting the aorta from a computed tomography (CT)
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scan to obtain the 3-D geometry of the AAA, and then
apply the ﬁnite element method (FEM) for estimating
stress in the aortic wall (Raghavan et al. 2000; Vorp et al.
1998). It has been shown that wall stress is highly cor-
related to rupture risk. Stress is not only an acute event
before rupture, but actually differentiates patients under
surveillance better than diameter size (Fillinger et al.
2003).
Strain is a measure quantifying elongation and com-
pression of a material and relates to stress during defor-
mation. Because the aortic wall is deformed by the
passing blood pulses, stress could be obtained from strain
measurements through knowledge of material parame-
ters and deformation conditions (Cheng et al. 2002;
Raghavan and Vorp 2000). Circumferential cyclic strain
of an aneurysm in the thoracic aorta has been quantiﬁed
by using cine phase contrast magnetic resonance imaging
(MRI) (Draney et al. 2002).
Unlike the thoracic aorta, the abdominal aorta is
available for noninvasive ultrasound (US), which is an
easier, faster and less expensive imaging modality. Strain
estimation based on US measurements has been devel-
oped for cardiology, using tissue Doppler imaging (TDI)
to extract the tissue velocities (D‘hooge et al. 2000;
Fleming et al. 1994; Heimdal et al. 1998; Urheim et al.
2000) and also on B-mode image sequences by using
2-D speckle tracking (Leitman et al. 2004). Strain from
US examination has also been demonstrated for tissue
characterization in other organs (e.g., brain tumors, Sel-
bekk et al. 2005; lesions in the breast, Garra et al. 1997;
Hall et al. 2003; and the prostate gland, Souchon et al.
2003).
Aortic compliance (pressure-strain elastic modulus
and stiffness) has been suggested as a measure for eval-
uating AAA rupture risk using US (Imura et al.1986;
Long et al. 2004; Wilson et al. 2003). These studies
indicate that aortic compliance provides actual informa-
tion about the probability of AAA rupture and that aortic
compliance is not correlated to maximal diameter. The
idea is to estimate the change of diameter because of the
passing blood pulse by tracking the anterior and posterior
wall in a longitudinal view through the cardiac cycle.
The changing diameter is then used to achieve a measure
of strain. This approach provides information about the
dilation of the aorta as a function of time and space along
a segment of the aorta.
Our hypothesis is that imaging the spatial variations
in strain along the circumference of the aorta would
provide additional information about the probability of
AAA rupture. The aim of the present study was, there-
fore, to develop and demonstrate a method for estimation
of strain along the circumference of the AAA from
cross-sectional 2-D US data.
METHODS AND MATERIALS
Processing
Strain quantiﬁes the relative compression and elon-
gation of the tissue. If the aortic wall is divided into N
segments, the linear Lagrangian strain () in each seg-
ment is deﬁned as:
(t)i
L(t)i L0,i
L0,i
, L0,i L(0)i, i 1 . . . N (1)
where L(t)i is the distance between the two endpoints of
segment i and t is the time instance corresponding to
each frame through the cardiac cycle. L is a time varying
quantity because of the expansion and contraction im-
posed by the blood pulse passing through the aorta. The
reference time (t  0) is deﬁned as a time instance
between two passing blood pulses. To measure L(t), it is
necessary to track the position of the endpoints of each
segment through the cardiac cycle. Tracking of points in
the 2-D B-mode image sequence is here performed in
two steps:
● The vessel wall is identiﬁed manually in the ﬁrst frame
and a curve representing the wall is automatically
updated throughout the cardiac cycle,
● A number of points, deﬁning the endpoints of each
segment, are tracked along the updated curve repre-
senting the vessel wall.
Step 1. The aortic wall is initially identiﬁed manu-
ally by an operator placing a number of points (typically
 10) along the AAA circumference. The wall is then
represented by a cubic spline interpolation (de Boor
2001) between these points, and the points should be
chosen so that the resulting curve lies fully inside the
aortic wall (Fig. 1). For each of the initial points, the
intensity proﬁle normal to the spline curve is extracted
from the US data; thus, giving a pattern characterizing
the intensity in these parts of the aortic wall. By using
correlation (sum of absolute difference, SAD) the best
match to this pattern in the next frame is searched for in
the direction normal to the aortic wall. Because of vary-
ing image quality, the robustness of the method is en-
hanced by requiring that the curve in each frame is
smooth and does no differ too much from the curve in the
preceding frame. This results in an optimization problem
that is solved by using a dynamic programming method
(Amini et al. 1990) giving the position of each initial
point as tracked from one frame to the next in a direction
normal to the spline curve.
The result of this processing step is a sequence of
spline-interpolated curves lying in the aortic wall. The
curves are drawn on top of the underlying US data,
allowing for visual inspection of how well the curve
sequence follow the radial pulsation of the aortic wall.
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Step 2. To perform tracking along the tangential
direction, the circumferential spline from step 1 is di-
vided into 1000 equidistant points for each frame. At
each of these points, the image brightness is found by
linear interpolation of the four nearest data points. As
illustrated in Fig. 2, these brightness values are displayed
as one vertical line for each frame; thus, obtaining an
M-mode image visualizing the image intensity under the
curve throughout the cardiac cycle. This means that the
tangential motion of points in the aortic wall can be
found by tracking the vertical displacement of the inten-
sity patterns found in the M-mode. These intensity pat-
terns are tracked by applying a Gaussian gradient ﬁlter,
differentiating the M-mode image in the vertical direc-
tion. Curves in the gradient image correspond to borders
between dark and bright segments in the M-mode and, by
tracking these curves, the tangential motion is extracted.
In the ﬁrst frame, some points (typically 15) with high
gradient values are automatically chosen from different
curves to be tracked. To enhance robustness, the curves
are ﬁrst tracked forward from ﬁrst frame to the last frame
and then backward from last to ﬁrst. The trace is then
found by combining the results from the forward and
backward tracking. Further robustness enhancement is
achieved by taking the mean value of some neighboring
traces. The number of traces are reduced to 10 and made
equidistant by a linear transform to obtain equal spatial
resolution of the strain along the wall. A similar ap-
proach for measuring displacement in the myocardium
has been suggested by Brodin et al. (1998). The method,
called curved anatomical M-mode, differs from the ap-
proach suggested here because the tracking is performed
using TDI.
Recognizing that the vertical axis in the M-mode
represents indices into the 1000-point spline curve in the
aortic wall, this curve can be indexed to give the updated
positions of the points in the original B-mode image
sequence. The results of combining the two processing
steps are ten points traced in 2-D during one cardiac
cycle (Fig. 3). To evaluate the tracking process, the
points for each frame are drawn onto the 2-D image
sequence. This sequence is then played as a movie for
visual inspection of the tracking results. The tracking is
said to be successful if the motion of the points is
consistent with the motion of the intensity pattern of the
US image.
By calculating the distance L between each neigh-
boring point in each frame, strain can be calculated from
eqn (1). Because strain is calculated for each segment
between two neighboring points, a spatial resolution is
Fig. 1. 2-D US image showing part of AAA cross-section with
manually placed initial points (blue) and resulting spline inter-
polation (red) along the vessel wall. High intensities inside the
vessel wall are thrombus and lumen is the darker area in lower
right.
Fig. 2. M-mode image of the circumference of the aortic wall.
The spline curve from Fig. 1 forms the leftmost vertical line,
followed by the updated splines from the subsequent frames.
The red lines show the tracking results from step 2.
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obtained along the circumference of the AAA given by
the number of points tracked.
The strain results are visualized both as a color-
coded overlay on the 2-D US data, and as a color M-
mode (Figs. 4–7). The ﬁrst case shows the strain values
obtained along the circumference in a chosen frame. In
the second case, the strain values from the ﬁrst frame are
color-coded and drawn as the ﬁrst column in the M-
mode. The relations between the M-mode and AAA
anatomy are obtained by recognizing that the upper part
of the column represents the upper wall segment. By
repeating this for all frames, we are able to present the
strain values obtained along the circumference through-
out the entire cardiac cycle in one view. When drawing
the ECG trace together with the M-mode, it is possible to
relate the strain image to the cardiac cycle. In both cases,
strain values are color-coded from red representing
10% to blue representing 10%. In the ﬁrst case, the
reference value (zero strain) is left transparent, whereas it
is parameterized as green in the color M-mode. Also, in
the M-mode, the strain values are linearly interpolated in
the vertical (spatial) direction to give a more visually
appealing image.
To get a quantitative measure of the inhomogeneity
of the AAA wall, the average strain and the range of
strain values are calculated for each frame. The average
over the circumference of the AAA wall is given by:
M(t) 1N
i1
N
(t)i (2)
where (t) is the strain as given by eqn (1) and N is the
number of segments along the AAA wall. The range is
deﬁned as the difference between the maximum and the
minimum strain value along the circumference
R(t)max (t)imin (t)i, i 1 . . . N (3)
In Fig. 8, the maximum of these two functions over the
cardiac cycle are plotted against the diameter diagnosed
from earlier examinations (Table 1).
The algorithm for strain processing was developed
in Matlab (The MathWorks Inc., Natick, MA, USA)
using GcMat (GE Vingmed Ultrasound, Horten, Norway
and NTNU, Trondheim, Norway) for retrieving and vi-
sualizing data and results.
Patients, data acquisition and examination
For developing and demonstrating the method, data
were recorded from 10 patients selected consecutively
among those scheduled for elective AAA repair at St.
Olav’s Hospital (Trondheim, Norway) from September
to December 2004. During this period, a total of 18
patients were treated. Of these, 1 was excluded because
of a missing electrocardiogram (ECG) recording and 7
were not examined because of nonrelated illness, lack of
consent or scanning personnel being unavailable at the
scheduled examination time. A total of 10 patients gave
their informed consent and went through an extra exam-
ination for this study the day before the operation. Patient
data are summarized in Table 1.
A System FiVe scanner (GE Vingmed Ultrasound,
Horten, Norway) was used with a 3.5-MHz curved lin-
ear-array probe. The abdominal US application was
used, collecting both radiofrequency (RF) and B-mode
data with a frame rate higher than 50 frames per s. Data
Fig. 3. Curve representation of the aortic wall in (a) the initial frame and (b) the frame corresponding to maximum
dilation. The red curve is tracked based on the initial points shown in Fig. 1. These initial points differ from the green
points, which represent the ﬁnal result after tracking 10 points along the red curve. The strain is calculated over the
segments deﬁned by these points. (c) The curve and points from (a) are plotted in black, together with those from (b).
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were stored for later strain processing on an external
personal computer.
Of the examinations, eight were performed by an
experienced radiologist, whereas the others were per-
formed by two surgeons with experience in US imaging
and interpretation. The patients were lying in supine
position. The US probe was placed in an anterior or
oblique anterior position, depending on where the best
cross-sectional view of the AAA was obtained. Provided
the imaging was satisfactory, we did the recording as
close to the maximum diameter as possible. The quality
of the view depends on avoiding gas in intestines and, at
the same time, minimizing the distance to the AAA. The
sector depth was adjusted to cover the whole cross-
section of the AAA; however, in most recordings the
sector width was decreased to increase the frame rate.
This was done because high frame rate makes the track-
ing of points from one frame to the next more robust. In
most cases, the lumen, thrombus, vessel wall and sur-
rounding tissue could be identiﬁed in the images, be-
cause of differences in echolucency. In addition to the
US data, an ECG was recorded simultaneously.
Fig. 4. Patient J, anterior view. (a) 2-D US image with strain
color-coded along AAA wall. (b) Strain as color M-mode
together with ECG. Arrow on the ECG trace indicates time
instance of the 2-D image in (a). For both images, the color
scale ranges from 10% (compression, blue) to  10% (elon-
gation, red). The reference value (zero strain) is left transparent
in (a), whereas it is parameterized as green in (b).
Fig. 5. Patient I, oblique (right) anterior view. Similar to Fig. 4.
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RESULTS
For the evaluation of the method, it was applied to
data sets from 10 patients. For each data set, 6 to 11
initial points were placed manually. In a few cases, the
initial points were edited and reprocessed because the
curve from step 1 was not entirely inside the aortic wall.
After the initial points were placed, the method was
automatic and practically real-time. Based on visual in-
spection of the tracking results, the method was found to
be sufﬁciently accurate and robust to give reasonable
tracking in all 10 data sets.
Figures 4 through 7 demonstrate application of the
method to data from four patients. These illustrations
conﬁrm that the algorithm is capable of calculating cir-
cumferential strain over small segments. This means that
the method can detect inhomogeneous strain values
along the AAA wall. The ﬁgures further indicate that the
method ﬁnds increased average strain as the blood pulse
passes the imaged cross-section.
Figure 8 compares the largest spread in strain values
with the largest average strain along the circumference
for all 10 patients. The largest average strain is found by
maximizing M(t), as given by eqn (2), over the cardiac
cycle and the largest spread by maximizing the range
R(t) deﬁned by eqn (3). The ﬁgure demonstrates that the
AAA wall may exhibit large strain inhomogeneities,
Fig. 6. Patient F, anterior view. Similar to Fig. 4.
Fig. 7. Patient A, anterior view. Similar to Fig. 4.
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even when the average strain is low. For the 10 investi-
gated patients, we found no apparent correlation between
strain values and diagnosed diameter.
DISCUSSION
Method
The data were collected by standard examination
procedures and from a random selection of AAA pa-
tients. Thus, the image quality is expected to be repre-
sentative for patients with this disease.
To estimate strain, the algorithm must be able to
track the actual motion of a number of points in the
tissue. This motion is generally 3-D but, because of the
relatively small motion of the aortic wall, it is reasonable
to assume that out-of-plane motion is highly limited and
that the motion, therefore, can be extracted from 2-D
image sequences. The motion in the US plane, which is
perpendicular to the aorta, is typically less than 1 mm per
frame. It is physiologically reasonable to expect the
motion along the aorta to be even smaller than the
motion perpendicular to the aorta. This means that the
out-of-plane motion is negligible compared with the
width of the US plane, which is typically 1 to 2 mm for
the probe used.
Although both B-mode and RF data were recorded
during this study, only B-mode data were used. RF data
offer a better resolution and increased accuracy along the
US beam, but give no advantage over B-mode data in the
direction lateral to the US beam. Using only B-mode data
seems sufﬁciently accurate, and including RF data in the
2-D tracking would lead to a more complicated and
computationally expensive algorithm.
In this study, a 1-D  1-D (radial  tangential)
approach has been chosen rather than a direct 2-D speckle-
tracking method (Leitman et al. 2004). The motivation
was to develop a robust method (i.e., the method should
perform well on data sets of moderate quality) because
US images from abdomen may be distorted because of
depth, bowel gas, etc. The 1-D 1-D tracking method is
robust on lower data quality because of the radial track-
ing (step 1), which uses the more recognizable wall
pattern, rather than the speckle pattern, and also imposes
curve smoothness criteria via the dynamic programming
algorithm. On the other hand, this method (step 1) is
applied only perpendicular to the aortic wall and tracks
only control points, and the curve representation is ob-
tained by cubic spline interpolation. The curve is, there-
fore, not exactly tied to the tissue, which, in turn, may
affect the quality of the M-mode, making it more difﬁcult
to track lines in the M-mode accurately (step 2).
The M-mode tracking in step 2 could be replaced by
a 2-D speckle tracking in the neighborhood of the curve
obtained from step 1. This would compensate for step 1
not being completely accurate, but still exploit the ro-
bustness enhancement of step 1. However, it seems that
the curve sequence from step 1 is sufﬁciently accurate to
produce an M-mode with consecutive and traceable
lines. The requirement of accurate tracking in step 1 was
Fig. 8. (□) Maximum strain range and () maximum average
strain over the cardiac cycle plotted vs. the diagnosed diameter
for the 10 patients (Table 1). The mean values are, respectively,
12% and 1.2%, as indicated by the solid lines.
Table 1. Patient data
Patient Gender Age Hypertension* Heart disease Blood pressure Smoker AAA diameter (mm) Diameter acquired from
A Male 51 Yes No 125/90 Yes 52 MRI
B Male 74 No Yes 120/75 No (former) 60 CT
C Male 71 No No 130/65 Yes 86 Angiography
D Male 76 No No – No (former) 65 CT
E Male 62 No No 135/90 No (former) 54 CT
F Male 84 No Yes 190/90 No 67 CT
G Male 73 Yes No – No 57 CT
H Male 71 Yes No 150/100 Yes 79 CT
I Male 78 No No 160/70 No 60 CT
J Female 80 Yes Yes 150/70 – 86 CT
* All patients with hypertension were treated medically.
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relaxed because of the relatively small motion and the
fact that the tissue inhomogeneities that were used for
tracking span over several pixels. The M-mode approach
has the advantage of being computationally inexpensive.
Because of the backtracking in step 2, the method is not
strictly real-time, but the results may be available imme-
diately after recording of one cardiac cycle.
Because of the moderate image quality obtained
from noninvasive abdominal US, the robustness of the
method is enhanced by averaging some neighbor traces
from the M-mode tracking. This reduces the inﬂuence of
noise and inaccurate tracking, but at the cost of reduced
spatial resolution.
Another robustness aspect is the placing of initial
points. It appears that changing the initial points affects
the result when the data quality is low. Care must,
therefore, be taken to place the initial points so that step
1 produces a good result (i.e., the spline must be inside
the aortic wall throughout the cycle). The only available
quality measure on this type of data is visual inspection
of how well the points follow the motion of the under-
lying B-mode movie. A controlled environment such as
a simulation data set or an US-compatible phantom could
be used, but there is no guarantee that these data would
be realistic enough to give results equivalent to those
obtained from real clinical data. When the initial points
are appropriately placed, the full 2-D tracking results
seem to be reasonable even for image segments of mod-
erate to poor quality. Because the algorithm uses B-mode
data, it is reasonable to assume that improved image
quality in next-generation US scanners would make the
approach even more accurate and robust and, also, en-
hance the evaluation of the tracking results.
The method is semiautomatic because the initial
curve is placed manually. After the initial curve is
placed, however, the method is practically real-time. An
automatic segmentation method would eliminate, or at
least reduce, the need for manual interaction. We have
implemented a snake-based segmentation algorithm in-
spired by Kass et al. (1987) that was shown to be fast and
reliable but, because the main focus of this study was
elasticity analysis, we chose to use manually-set initial
points to eliminate inaccuracies caused by the segmen-
tation algorithm. A deformable model approach for seg-
menting the AAA wall from thrombus/lumen in 2-D
cross-sectional US sequences has also been suggested by
Ravhon et al. (2001). Although this approach is compu-
tationally expensive, it demonstrates that the method
described in our study could ultimately be fully auto-
mated, thus shortening examination time and enhancing
the inter-/intraobserver reproducibility.
In addition to the circumferential strain, other po-
tentially interesting parameters, such as area, radius and
rotation, and their corresponding temporal and spatial
variations are immediately available. Strain rate, quanti-
fying the temporal variation in strain, could give addi-
tional information about critical phases during the car-
diac cycle and may, therefore, also be an interesting
clinical parameter.
Clinical applicability
The method is inexpensive, fast and nearly auto-
matic, making it suitable for real-time applications such
as screening, surveillance of patients having an untreated
AAA and for follow-up after endovascular therapy. For
clinical use, the method should be implemented on an US
scanner for online processing, providing the possibility
to scan over the entire AAA, not just one 2-D cross-
section. Also, the method should be further validated
with more patients with regard to accuracy, robustness
and reproducibility.
To be clinically applicable, the method must give
actual information about the probability of AAA rupture.
Previous studies have indicated that stress in the AAA
wall is directly related to rupture (Fillinger et al. 2003;
Raghavan et al. 2000; Vorp et al. 1998). Stress could be
derived from strain through knowledge of tissue elastic-
ity parameters and deformation condition and it is, there-
fore, reasonable to assume that strain measurements pro-
vide relevant information about the probability of AAA
rupture.
Because of the changing elasticity properties im-
posed by ageing and evolving of AAAs, the strain values
found in healthy young people are most likely not com-
parable to strain in older people or patients having an
AAA. By measuring strain as the relative change in
aortic diameter from diastole to systole, strain values for
normal subjects have been reported from 8% in young
adults down to 3% in subjects above the age of 60 (Imura
et al. 1986). It is also known that decreased compliance
is more prevalent among men than women and that
compliance is less in aneurismal aortas compared with
healthy aortas. The numerical strain values should, there-
fore, be seen in relation to the patients age, gender and a
priori AAA diagnosis (from measuring diameter). As
indicated in Fig. 7, heart rate could also inﬂuence the
numerical strain values because, with a high heart rate,
there might be no time instance where the aortic wall is
sufﬁciently relaxed. Therefore, there might be signiﬁcant
tension in the aortic wall at zero strain. Further research
is necessary to evaluate the effect of heart rate, blood
pressure and possibly other physiological parameters.
In addition to the numerical strain values, it is
also possible that diagnostic information could be
drawn from the variations in strain along the circum-
ference (i.e., inhomogeneous strain values indicate
that certain segments of the AAA wall have a higher
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load than other segments or that some segments are
stiffer than others).
The preliminary observations made in this study
indicate that there seems to be low average strain along
the circumference of the AAA, which was expected
because AAA is known to reduce the elasticity of the
vessel wall. However, in some segments of the AAA,
high strain values are found. These inhomogeneous
strain values indicate that certain segments of the AAA
have reduced elasticity, resulting in a higher load on
other parts of the aortic wall. Because of its potential
clinical relevance, the inhomogeneity is quantiﬁed by
comparing the range of strain values to the average strain
(Fig. 8). Based on our data from 10 patients, the param-
eters show no apparent correlation with the diameter. A
total of 10 patients is, however, not sufﬁcient to be
conclusive about this, but it is consistent with Wilson et
al. (1999), who found aortic compliance not to be cor-
related with diameter.
To be conclusive about the clinical relevance of
circumferential strain, further clinical studies includ-
ing more patients must be performed. Normal circum-
ferential strain values must be established for healthy
people and AAA patients at different ages and it must
be evaluated if strain gives additional and more pre-
cise information about the probability of AAA rupture.
CONCLUSIONS
A method for calculating strain in AAAs from
cross-sectional US B-mode image sequences has been
developed. The method depends on a prespeciﬁed
initial curve but, with that exception, the method is
automatic and practically real-time, making it suitable
for clinical applications. The method was developed
and evaluated using data from 10 AAA patients. By
visual inspection of the tracking results, from which
strain is derived, the method appears accurate and
performs well, even with moderate image quality. An
important feature of the method is its ability to calcu-
late circumferential strain over small segments of the
AAA wall; thus, revealing possible inhomogeneities.
Although the clinical relevance of circumferential
strain in AAAs must be evaluated, the method seems
promising. As compared with measuring diameter
alone, the method provides additional and potentially
more signiﬁcant information on whether or not to
recommend elective repair of AAAs.
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Reduced Strain in Abdominal Aortic Aneurysms After
Endovascular Repair
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¤ ¤
Purpose: To compare in vivo strain in abdominal aortic aneurysms before and after
endovascular aneurysm repair (EVAR), thereby obtaining a quantitative measure of
changes in mechanical burden on the aneurysm wall.
Method: Transabdominal ultrasound was acquired from 10 patients (9 men; median age 76
years, range 61–83) 1 day before and 2 days after elective EVAR. Strain was estimated as
the relative cyclic elongation and contraction of the wall tissue in a number of connected
segments along the aneurysm circumference. For each time instance of the cardiac cycle,
the maximum and the average strain values along the circumference were recorded. The
temporal maximums of these parameters (defined as the maximum strain and the peak
average strain, respectively) were compared before and after EVAR.
Results: Both maximum strain and peak average strain were reduced following EVAR by
41% (range 35%–63%) and 68% (range 41%–93%), respectively. Despite the reduction,
cyclic strain was still evident after the stent-graft was placed, even when no evidence of
endoleak was found. Further, the strain values were inhomogeneous along the
circumference, both before and after treatment. In 2 cases, endoleak was proven by
routine computed tomography; the relative reduction in maximum strain was slightly less
in these cases (35% and 38%) compared to those without endoleak (45%, range 38%–63%).
No difference was found in reduction of peak average strain.
Conclusion: Strain is significantly reduced after EVAR, but there may still be a certain level
of strain after the treatment. The strain values are inhomogeneous along the circumference
both before and after treatment. These results encourage further investigation to evaluate
the potential for using circumferential strain as an additional indicator of outcome after
endovascular repair.
J Endovasc Ther 2008;15:453–461
Key words: abdominal aortic aneurysm, endovascular aneurysm repair, ultrasound, strain,
stent-graft
¤ ¤
Endovascular aneurysm repair (EVAR) is
considered successful if the aneurysm sac is
fully excluded from the blood circulation,
with resulting decrease of aneurysm size over
time. Although significant shrinkage has been
reported in the absence of endoleak, some
aneurysms continue to expand also without
evidence of endoleak, a condition referred to
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as endotension.1–3 The confidence in using
lack of endoleak or endotension as measures
of successful treatment has, however, been
questioned.4–8 In order to predict the patient-
specific outcome of treatment, additional
criteria are therefore warranted.
One suggestion has been to measure the
pressurization of the aneurysm sac. Ga-
wenda et al.9 attempted to measure intrasac
pressure during EVAR; the mean and pulsa-
tile pressures were reduced after insertion of
a stent-graft, but pulse pressure was still
transmitted into the sac even in the absence
of endoleak. The authors concluded that
measuring intraoperative sac pressure could
help to detect endoleak, but not to predict
the fate of the aneurysm during follow-up.
However, Dias et al.10 reported that mea-
surements of pressure inside the aneurysm
sac during follow-up showed an association
between pressurization and expansion of the
aneurysm.
A reduction of pulsatile wall motion, de-
fined as the relative change in diameter over
the cardiac cycle, has been suggested as a
measure of successful treatment.11 Using
ultrasound, pulsatile wall motion after endo-
vascular repair was found to be higher in the
presence of endoleak, but was also present
without evidence of leakage. Using cine
magnetic resonance imaging (cine MRI),
Faries et al.12 have also shown that the
diameter pulsatility was reduced after EVAR.
To the contrary, a 2-dimensional (2D) method
measuring the change in cross-sectional sac
area over the cardiac cycle has shown only an
insignificant reduction after EVAR.13
A method has previously been suggested
for measuring cyclic strain along the circum-
ference of the abdominal aortic aneurysm
(AAA) in vivo from cross-sectional ultrasound
images.14 The method revealed inhomoge-
neous strain along the circumference, sug-
gesting that additional information is ob-
tained compared to recording the relative
change in diameter. Generally, strain is a
measure of relative displacement of particles
in an elastic object exposed to a force, i.e., the
deformation of an object. Soft materials will
experience larger strains than stiff materials
when subjected to the same load. Strain
imaging has been used for detecting stiff
tumors in softer tissue.15,16 In cardiology,
strain is used to investigate the contractility
of the left ventricle myocardium.17 Because
aneurysm growth is associated with changes
in the tissue’s material properties, strain may
provide information that could assist in
identifying varying rupture potentials of
equally sized aneurysms. Further investiga-
tion is necessary to reveal the clinical inter-
pretation and significance of strain in AAA.
Because cyclic strain depends on the pul-
satile load imposed on the aneurysm wall, we
believe that strain could provide an additional
criterion in determining the need for second-
ary intervention. The objective of this study
was to investigate the immediate changes in
circumferential strain in the AAA wall before
and after EVAR.
METHODS
Study Design, Patient Sample, and
Data Acquisition
The study was approved by an Institutional
Review Board, the Regional Committee for
Medical Research Ethics, and the Norwegian
Social Science Data Services. From March to
November 2006, 25 patients underwent elec-
tive endovascular repair of AAA at our
department. Investigators were available to
examine 13 of these patients, who all gave
informed consent to participate in the study.
Of these 13, the first 2 were considered
technical pilot cases and excluded from the
study. One patient left the hospital before the
post-EVAR examination had been carried out,
leaving 10 patients (9 men; median age 76
years, range 61–83) who had an ultrasound
examination the day before and 2 days after
the intervention. The majority were present or
former smokers (Table); 5 had coronary heart
disease, 7 were being treated medically for
hypertension, 3 used beta-blockers, and none
used cortisone. All patients had a bifurcated
stent-graft (Zenith Trifab; William Cook Eur-
ope ApS, Denmark) implanted. In 2 cases,
endoleak was observed in routine computed
tomography (CT) 2 days after the treatment.
In both cases, the endoleak sealed without
secondary intervention.
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Ultrasound Examination
The examinations were performed by a
vascular surgeon with experience in ultra-
sound imaging. The patients were supine,
and brachial blood pressure was measured
immediately before each examination. The
echocardiogram (ECG) was recorded simulta-
neously with the B-mode ultrasound data,
which was acquired with a digital ViVid7
ultrasound scanner (GE Vingmed Ultrasound,
Horten, Norway) and a 3.5-MHz curved linear
array probe. With the ultrasound probe placed
in an anterior position, fundamental imaging
was done at 3.5 MHz for the first patient, but for
the others, data were acquired by harmonic
imaging at 2.2/4.7 MHz. In each examination,
which took ,20 minutes, data from several
consecutive cardiac cycles ($3) were acquired
for each of 3 aneurysm cross sections: at the
largest diameter and some centimeters proxi-
mal and distal to the largest diameter, depend-
ing on the length of the aneurysm. The image
depth and width were adjusted to cover each
aneurysm cross section. To achieve a high
frame rate (40 to 50 per second) for robust
postprocessing, only one transmit focus depth
was used. Data were stored for later strain
processing on an external computer.
Strain Processing and Data Analysis
Regional linear strain was used for quanti-
fying the relative cyclic elongation and con-
traction of the wall tissue imposed by the
pulsatile blood pressure. Subdividing the
circumference of the wall into N segments,
the linear strain (e) in each segment was
defined as:
e tð Þi~
L tð Þi{L0,i
L0,i
, L0,i~L 0ð Þi, i~1 . . .N
where L(t)i was the distance between the 2
endpoints of segment i and t was the time
instance corresponding to each frame
through the cardiac cycle. L varied with time
due to the pulsatile aortic blood flow. The
reference time (t50) was set at the point
between 2 passing blood pulses. The number
of segments was chosen so that the initial
length of each segment was ,2 cm. The
strain processing method, described in detail
by Brekken et al.,14 is summarized below.
One cycle without apparent respiratory mo-
tion or probe displacement was selected from
each dataset for processing. A vital part of the
processing method was to measure L(t), which
required tracing the (2D) position of the end-
points of each segment through the cardiac
cycle. The tracing algorithm consisted of 3
parts. Firstly, the aneurysm wall was manually
identified by placing a number of points
(typically 10) along the wall. Based on these
points, spline interpolation was used to obtain
a curve representing the aneurysm wall in the
initial frame. Secondly, this curve was auto-
matically traced through the cardiac cycle,
¤ ¤
TABLE
Patient Data and Physiological Parameters
Pt
Age, y/
Gender Risk Factors
Blood Pressure,
mmHg
Heart Rate,
bpm
Maximum
Strain, %
Peak Average
Strain, %
AAA
Diameter,
cm EndoleakPre Post Pre Post Pre Post Pre Post
1 75/M SMK, HTN 180/105 160/80 103 94 3.8 2.1 0.82 0.21 75 0
2 68/M SMK, HD 130/80 135/85 77 107 2.9 1.8 0.98 0.38 58 Type I
3 73/M SMK, HTN, BB, HD 155/85 145/70 67 95 4.3 1.6 1.40 0.53 55 0
4 83/M SMK 130/70 125/65 70 84 2.5 1.0 0.72 0.05 60 0
5 78/M SMK, HTN 160/90 150/70 61 66 4.2 — 0.70 — 60 0
6 81/F SMK, HTN 175/85 140/70 59 72 3.7 2.4 1.30 0.12 59 Type II
7 77/M SMK, HTN, HD 125/80 120/70 73 60 2.6 1.6 0.75 0.44 64 0
8 61/M SMK, HTN, BB 150/95 140/85 80 80 3.2 1.9 0.58 0.16 62 0
9 74/M SMK, BB, HD 115/60 125/75 54 84 2.9 1.7 0.80 0.44 56 0
10 79/M HTN, HD 175/70 140/70 59 68 3.2 1.3 0.54 0.18 62 0
¤ ¤
AAA: abdominal aortic aneurysm, SMK: smoker (past or present), HTN: hypertension (all treated medically), BB:
beta-blockers, HD: heart disease.
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resulting in a sequence of curves following the
radial pulsation of the aorta. Finally, a number
of equidistant points were automatically traced
along the curves representing the wall, giving
the tangential motion component.
This processing resulted in a time series of
points representing the endpoints of each
segment. Based upon visual evaluation of
how well these points followed the motion of
the aneurysm wall as displayed by the
underlying ultrasound movie, the results of
the tracing were either approved as being
correct or the initial curve was edited and the
tracing process run again. By calculating the
distance L between each neighboring point in
each frame, strain was found from the equa-
tion above. Because strain was calculated for
each segment, a spatial resolution was ob-
tained along the circumference of the AAA
defined by the number of points traced, the
number being a tradeoff between resolution
and suppression of noise and method inaccu-
racies. To further reduce the influence of noise,
the strain values were smoothed over 5 frames
by applying a Gaussian low-pass filter.
Strain varied over time (cardiac cycle) and
anatomical location (segment). A color M-
mode was used for visualizing strain in all
segments over all frames in the cardiac cycle
in 1 view. The M-mode was generated by
color coding the strain values along the
circumference in each consecutive frame
and drawing these as consecutive columns
in the M-mode. The ECG tracing was drawn
together with the M-mode to relate the strain
values to the cardiac cycle (Fig. 1). Strain was
color coded from red (+8%) to blue (28%),
with the reference value parameterized as
green. The strain values were interpolated to
give a more visually appealing image.
To quantify the reduction in strain, the
maximum and average strain values over
Figure 1¤ In these ultrasound images acquired (A) before and (C) after EVAR, the segments
around the wall are indicated along with the thrombus and lumen. (B, D) The color-coded
strain values along the circumference of the aneurysm over the cardiac cycle indicated in the
ECG tracing; the numbers on the y-axis correspond to the segments in A and C, respectively.
Note that strain is clearly reduced after EVAR. Due to the possibility of different positioning of
the ultrasound probe in the examinations before and after EVAR, the segments are not
necessarily at the exact same anatomical location.
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the circumference were calculated for each
frame. The temporal maximum of these 2
parameters are referred to as the maximum
strain and the peak average strain, respec-
tively. Physically, the peak average strain is a
measure of the cyclic expansion/contraction
of the aneurysm cross section and may
therefore be compared to measuring the
relative changes in mean cross-sectional
diameter over the cardiac cycle.
One engineer processed each dataset sev-
eral ($3) times, but on different days. Results
are reported as medians. The values before
and after treatment were compared using
non-parametric methods. Specifically, data
were paired before and after EVAR for the
individual patient and compared using the
Wilcoxon signed-rank test for paired data.
The Mann-Whitney U test was used for group
comparisons. The level of statistical signifi-
cance was chosen as p,0.05.
RESULTS
The quality of the ultrasound images was
subjectively determined to be sufficient for
strain processing in 26 (87%) of the datasets
before and 18 (60%) after EVAR (73% in all). In
the remaining datasets, parts of the aneurysm
wall could not be identified. For 1 patient,
none of the datasets obtained after EVAR had
sufficient quality for further processing, so
strain was processed in at least 1 cross
section both before and after endovascular
repair in 9 patients. Figure 1 shows an
example of strain in corresponding datasets
before and after insertion of a stent-graft.
Comparing the strain values for each patient,
the median reduction (difference) in maximum
strain after EVAR was 1.3% (range 1%–2.7%),
whereas the median reduction in peak average
strain was 0.6% (range 0.3%–1.2%). These
reductions were statistically significant for
both parameters (p,0.01). The relative reduc-
tions in maximum strain and peak average
strain were 41% (range 35%–63%) and 68%
(range 41%–93%), respectively. The values
were clearly reduced in every case.
In addition to measuring the overall reduc-
tion in strain for each aneurysm, the reduc-
tion was also analyzed (pairwise) for corre-
sponding cross sections before and after
treatment. Maximum strain was reduced by
1.2% (range 0.3%–2.7%) and peak average
strain by 0.5% (range 0.02%–1.2%; p,0.01 for
both). The relative reduction values were 39%
(range 17%–63%) and 71% (range 5%–99%),
respectively. Strain was reduced in all cross
sections.
Figure 2 shows a graphical representation
of the maximum strain and peak average
strain before and after endovascular repair.
The sample median values of maximum
strain and peak average strain were reduced
from 3.2% (range 2.5%–4.3%) to 1.6% (range
1.0%–2.4%) and from 0.8% (range 0.5%–1.4%)
to 0.2% (range 0.1%–0.5%), respectively
(p,0.01 for both).
Although strain was clearly reduced for all
patients, a certain level of strain was still
observed after treatment. A further result was
that strain was found to be inhomogeneous
along the circumference of the aneurysm both
before and after insertion of a stent-graft.
In the 2 cases where endoleak was identi-
fied by CT, the relative reduction in maximum
strain was slightly less (35% and 38%)
compared to those without endoleak (median
45%, range 38%–63%). No difference was
Figure 2¤ (A) The maximum strain and (B) the
peak average strain before and after EVAR. Note
that the y-axis is scaled by a factor 0.5 in B
compared to A. The box plots show range, upper
and lower quartiles, and the median value.
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found in peak average strain reduction (61%
and 90% in the endoleak patients compared
to the median 68%, range 41%–93%).
DISCUSSION
The ultrasound images were collected from a
random sampling of patients undergoing
elective EVAR and are therefore assumed to
give a good indication of the expected image
quality for patients with this disease. The
quality varied from patient to patient due to
obesity, inhomogeneities in the intraperito-
neal fat, calcification, and bowel gas. Also, the
image quality in the posterior circumference
of the wall was reduced in some cases after
EVAR, which may partly be caused by arti-
facts due to the metal in the stent-graft. To
minimize the inconvenience to the patients,
fasting was not required before the examina-
tion; however, fasting may have the potential
to improve ultrasound data quality, and we
will implement this for future studies. Emerg-
ing advances in ultrasound imaging technol-
ogy are expected to improve data quality and
may therefore further increase the applicabil-
ity of the strain processing method.
The first patient included in the study was
examined using fundamental imaging at
3.5 MHz. When examining the second patient,
we used an ultrasound probe that was able to
do harmonic imaging at frequencies low
enough to avoid overly high attenuation.
Harmonic imaging reduces the acoustic noise
in the images, although a possible drawback
may be loss of sensitivity. The image quality
was judged to be somewhat better in this
setting. Because there is no expected bias in
the strain estimates related to this change of
the ultrasound probe, we still chose to include
the results from the first patient.
The processing depends on manual initial-
ization of a curve defining the aneurysm wall
and also on certain parameters used in the
tracing algorithm. Furthermore, because the
regional strain represents an average strain
over each segment, the initial length of the
segments may affect the maximum strain
value observed. The peak average strain is,
however, not affected. The initial length was
set to ,2 cm, which in this material resulted
in 10 (range 7–13) segments. With this length,
a hypothetical tracking error ,0.2 mm would
correspond to an estimation error ,1.0 (0.2/
20) for maximum strain, which is less than the
smallest value observed in this study (all
$1.0, see the Table). This was regarded as
being a fair tradeoff between accuracy and
resolution. Although the processing results
were visually evaluated, the accuracy of the
method and the observer variability must be
systematically evaluated before the method
can be used in clinical practice. To account for
variability and inaccuracies, the processing
was performed several ($3) times for each
dataset, and the median values were used in
the analysis. To evaluate the repeatability of
the processing, the standard deviation was
calculated for each valid dataset (26 before, 18
after). On average, the standard deviation in
maximum strain was 0.47% before EVAR and
0.25% after. Applying a 1-sided 2-sample t
test with unknown and unequal variance, it
was found that differences of 0.18% could be
resolved with a significance level of p50.05.
For peak average strain, the same value was
0.10%. We therefore concluded that the
variability was acceptable compared to the
reductions of 1.3% and 0.6%, respectively.
This conclusion was further supported by the
fact that stain was reduced in every case.
Based on this study, we cannot conclude
whether or not the method is sufficiently
sensitive to identify endoleak, although a
slightly smaller reduction in maximum strain
was observed in the 2 cases with proven
endoleak. To further reduce the operator
dependency, a fully automatic method should
be implemented.
Although the strain values were significant-
ly reduced after EVAR, we found that the wall
was still exposed to a certain level of strain,
meaning that the aneurysm sac was not
fully shielded from pulsatile blood pressure.
Most likely, pulse pressure was transmitted
through the stent-graft and thrombus mass.
These findings are consistent with a study
reporting a reduction in pulsatile wall motion
of 75% (range 63% to 84%) without evidence
of endoleak11 compared to the 68% reduction
in peak average strain in the present study.
Another study, using cine MRI, reported a
reduction in mean cyclic diameter change
from 3.51 mm before repair to 0.12 mm after
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(without endoleak). With a mean aneurysm
diameter of 64 mm, it could be inferred that
pulsatile wall motion was reduced from about
5.5% before to about 0.2% after.12 We found a
smaller pulsatility (peak average strain) be-
fore, while the value after EVAR was consis-
tent with that obtained in our study.
Cine MRI has also been used for measuring
change in cross-sectional area over the cardi-
ac cycle. One study, including 7 patients,
reported a change from 0.25 cm2 before
EVAR to 0.17 cm2 at 34 days after (range 14–
660; p50.79).13 Another study involving 21
patients reported that change in cross-sec-
tional area over the cardiac cycle was negli-
gible compared to the variation of measure-
ments; they concluded that this could not be
used as a measure to predict success of
EVAR. However, local wall displacements up
to 2 mm were observed.18 Compared to
measuring cyclic change in diameter or area
over the cardiac cycle, applying our method
further indicated inhomogeneity of strain
along the circumference of the aneurysm
both before and after insertion of the stent-
graft, which means that some segments of
the aneurysm may have higher elasticity or
experience a larger pulsatile load compared
to other parts of the wall. This is consistent
with results from a study investigating the
mechanical properties of 5 freshly excised
whole aneurysms, showing that different
regions of the aneurysm have different
strains.19 An interesting point is that the
reduction in maximum strain was only 41%
compared to the 68% reduction in peak
average strain.
Cyclic strain gives a measure of the effects
of the pulse pressure. Although this indicates
how well the aneurysm wall is excluded from
the pulse pressure, the mean pressure may
still be high even if the (cyclic) strain values
are low. High pressure could be a result of
phenomena other than transmission of pulse
pressure, e.g., hygroma.20,21 Experiments
performed on an aneurysm model suggested
that pulsatility was dependent on lumbar
branch outflow and could not be used for
predicting aneurysm sac pressurization.22 A
study combining strain with pressure trans-
ducer measurements may be of interest for
further investigation.
In this study, strain was measured in a
limited number of cross sections, which
means that the entire aneurysm was not
covered. One consequence is that the data
might not necessarily be acquired from the
exact same part of the aneurysm before and
after EVAR. This may be a limitation of the
study because the mechanical properties of
the aneurysm are spatially varying. However,
because the variation inmeasurement location
before and after EVAR was random, no bias
was introduced in the strain estimates. Further,
because strain was reduced following EVAR in
every case, the results suggest that the
reduction caused by EVAR significantly dom-
inated the local spatial variations. By imple-
menting the method on an ultrasound scanner
for online processing, it would be possible to
also analyze several cross sections without
having to store data for later processing.
Even if strain were measured in the entire
aneurysm, the deformation is, in general, a
tensor composed of linear strains and shear
strains. To fully describe the deformation of
the aneurysm wall, the full strain tensor
should be investigated as opposed to the
regional linear method used in this work. To
achieve this, the strain method might be
combined with finite element modeling to
obtain an interpolation scheme for estimating
the strain tensor in the entire aneurysm. Finite
element analysis has been applied to AAA to
investigate the potential of using wall stress
as an indicator for aneurysm rupture risk.23,24
Because the wall stress method assumes
certain boundary conditions and material
properties, a direct comparison to measured
strain is not straightforward, but relevant
knowledge may be obtained by combining
the two methods.
Reduced strain after EVAR may be system-
atically influenced by factors other than
insertion of a stent-graft. For example, the
systolic pressure was significantly reduced at
the time of examination 2 days after EVAR
compared to the day before (p50.04). Linear
regression suggested that there might be a
correlation between systolic blood pressure
and maximum strain before EVAR (R250.47,
p50.03), while this relationship seemed to be
less significant after (R250.24, p50.18). This
observation could be explained by the aneu-
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rysm being more shielded from systemic
blood pressure after EVAR. The difference in
maximum strain (pre/post EVAR) did not
correlate to the difference in systolic blood
pressure (R250.1, p50.40) nor did peak
average strain correlate to blood pressure.
The same trends were observed when ana-
lyzing the relation between strain and the
pulse pressure. Because the study was not
designed to investigate these relationships
thoroughly, the number and range of obser-
vations may not empower firm conclusions
regarding these points.
In studies comprising larger patient series,
multivariate analysis may be used to account
for potential confounding factors, such as
blood pressure, heart rate, and aneurysm
geometry. Because the pulse pressure is
probably transmitted to the aneurysm wall
through the stent-graft, strain may also
depend on the type of stent-graft used. It
may be of interest to compare different stent-
grafts to each other for investigating whether
the proposed method could provide any
implications for stent-graft design. Because
a low standard deviation was expected com-
pared to the reduction of strain following
EVAR, a relatively small series of patients was
included in this study, a decision that is
supported by the high significance level
observed. To further evaluate the method’s
potential for early prediction of outcome after
endovascular repair, a larger study must be
performed to relate strain or reduction in
strain to aneurysm size and enlargement,
presence of endoleak, and postoperative
rupture.
Conclusion
Using a method for measuring strain in the
AAA wall before and after endovascular
repair, we have demonstrated that strain
was significantly reduced after EVAR. Despite
this reduction, the aneurysm wall still expe-
rienced some cyclic strain. Further, inhomo-
geneous strain values were found along the
circumference of the AAA both before and
after the treatment. The results encourage
further research to evaluate the method’s
potential for early prediction of outcome after
endovascular aneurysm repair.
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ABSTRACT 
 
The criterion for recommending treatment of an abdominal aortic aneurysm is that the diameter exceeds 50-55 mm or 
shows a rapid increase. Our hypothesis is that a more accurate prediction of aneurysm rupture is obtained by estimating 
arterial wall strain from patient specific measurements. Measuring strain in specific parts of the aneurysm reveals 
differences in load or tissue properties. We have previously presented a method for in vivo estimation of circumferential 
strain by ultrasound. In the present work, a position sensor attached to the ultrasound probe was used for combining 
several 2D ultrasound sectors into a 3D model. The ultrasound was registered to a computed-tomography scan (CT), and 
the strain values were mapped onto a model segmented from these CT data. This gave an intuitive coupling between 
anatomy and strain, which may benefit both data acquisition and the interpretation of strain. In addition to potentially 
provide information relevant for assessing the rupture risk of the aneurysm in itself, this model could be used for 
validating simulations of fluid-structure interactions. Further, the measurements could be integrated with the simulations 
in order to increase the amount of patient specific information, thus producing a more reliable and accurate model of the 
biomechanics of the individual aneurysm. This approach makes it possible to extract several parameters potentially 
relevant for predicting rupture risk, and may therefore extend the basis for clinical decision making. 
 
Keywords: abdominal aortic aneurysm, biomechanics, strain, ultrasound, rupture risk, navigation, multi-modal imaging 
 
 
1. INTRODUCTION 
 
An abdominal aortic aneurysm (AAA) is a local dilatation of the abdominal aorta. The high mortality associated with 
rupture of AAA motivates the use of elective repair when the risk of rupture exceeds the risk involved with the treatment. 
The current clinical guideline is to recommend treatment of asymptomatic AAA when the maximum diameter exceeds 
50-55 mm or shows a rapid expansion [1], [2]. This criterion is however known to be inaccurate [3], [4] and other 
approaches have therefore been suggested for assessing the risk of rupture. These include computer simulations of 
biomechanical properties based on computed tomography scan (CT) [5], [6] and measurement of compliance or elasticity 
from real-time ultrasound [7], [8], [9].  
 
The motivation for doing patient-specific simulations is that, from a biomechanical point of view, rupture occurs when 
the load imposed on the aneurysm exceeds the strength of the vessel wall. Measuring the diameter gives an idealized 
estimate of the load, assuming that wall stress is proportional to diameter and blood pressure. However, this assumption 
is valid only for simple geometries. Improved estimates of wall stress are expected to be obtained by taking into account 
the patient specific geometry, the effect of the thrombus mass, the hemodynamic conditions and specific modeling of 
tissue properties. This leads to advanced model equations to be solved with numerical simulation methods.  
 
Direct measurement of the dynamic properties of the aneurysm wall is an alternative or supplement to modeling and 
simulation. Following this approach, in-vivo estimation of 2D circumferential strain in AAA has recently been presented 
as a novel approach for assessing rupture risk [7]. The purpose of the present work was to combine strain images from 
several cross-sections into a 3D model for improved interpretation of strain by enhancing the relation between the 
aneurysm anatomy and strain.  
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2. METHOD 
 
A 3D model of strain in the aneurysm was generated by processing strain from 2D ultrasound recordings and color-
parameterizing the results onto a 3D geometry segmented from contrast enhanced CT data (illustrated in Fig 1). The 3D 
positioning of the ultrasound images was found by attaching a position sensor to the ultrasound probe and tracking the 
position using a navigation system. 
 
Ultrasound  Navigation  Strain processing     
         
      Registration  3D strain model 
         
CT    Segmentation     
 
Fig 1 Workflow. Ultrasound was acquired while using a navigation system for positioning the ultrasound sectors in 3D space. Strain 
was processed for each 2D ultrasound sector, and registered to a 3D model segmented from CT data. The result was a 3D model 
visualizing strain in the aneurysm. 
 
2.1 Data acquisition 
 
Data was acquired from five patients undergoing elective endovascular treatment of AAA at St. Olav’s Hospital 
(Trondheim, Norway). The patients gave informed consent to participate in the study, and underwent an extra ultrasound 
examination the day before the intervention.  
 
Ultrasound B-mode data was recorded using the ViVid7 ultrasound scanner (GE Vingmed Ultrasound, Horten, Norway). 
A position sensor was attached to the ultrasound probe for acquiring the relative position of several ultrasound sectors 
from each patient [10]. Data was acquired using a 3.5 MHz curved linear array probe transmitting at 2.2MHz and 
receiving at 4.7MHz. The image depth and width was adjusted to cover the aneurysm cross-section. To achieve a frame 
rate in the order of 40 to 50 fps, which is necessary for the processing method to succeed, only one focal point was used. 
Data was stored for later strain-processing on an external PC. In addition to the ultrasound data, echocardiogram (ECG) 
was recorded simultaneously and blood pressure was measured immediately before each examination. 
 
The examinations were performed by a vascular surgeon with experience in ultrasound imaging. The ultrasound probe 
was placed in an anterior position. Data was acquired from three aneurysm cross-sections. Several consecutive cycles 
(3) were recorded for each cross-section, and only cycles without apparent respiratory motion or probe displacement 
were chosen for further processing. 
 
The CT datasets from the last routine examination before the treatment were used in this study. These datasets were 
recorded within a range of 1 to 27 weeks (average 14) before the ultrasound examination, and it is therefore possible that 
they did not exactly reflect the current anatomy at that time. The difference was however considered to be too small to 
justify the extra radiation dose of performing a separate CT scan for this study. The CT data had a resolution of 512x512 
pixels with graylevels represented by 16 bit unsigned integers. Typical voxelsize was 0.45x0.45x5 mm. 
 
2.2 Processing 
 
Ultrasound strain processing 
Linear strain was estimated along the circumference of the aneurysm in each 2D ultrasound image. Strain quantifies the 
relative elongation and contraction of the wall tissue imposed by the passing blood pulse. Subdividing the circumference 
of the aortic wall into N segments, the linear strain (İ) in each segment is defined as 
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L(t)i is the distance between the two endpoints of segment i, and t is the time instance corresponding to each frame 
through the cardiac cycle. L is a time varying quantity due to the expansion and contraction imposed by the blood pulse 
passing through the aorta. The reference time (t=0) was chosen as a time instance between two passing blood pulses. To 
calculate L, and hence estimate strain, the endpoints of each segment were traced through the cardiac cycle. The method 
is described in detail by Brekken et al (2006) [7]. 
 
Segmentation  
Medical segmentation is the process of extracting the geometry of organs relevant for an examination, either for 
visualization or for quantitative analysis. Medical data are noisy, contain regions with overlapping image intensity and 
drop-outs. Therefore, despite of the wish for a general segmentation method, experience shows that the algorithms have 
to be adapted to the specific image modality and organ for accurate and robust segmentation results. 
 
In this study, the lumen and aneurysm wall were segmented from contrast enhanced CT. We focus on infrarenal AAA, 
and thus the relevant region is from below the renal arteries to the iliac bifurcation. The lumen segmentation was 
initialized by the user indicating one point in each of the iliac branches. An optimal ellipse approximation to the lumen 
was found in every CT slice (2D). These ellipses were then deformed by using an active contour method for minimizing 
an energy function [11]. The next slice was initialized with the result from the current slice. For segmenting the thrombus 
mass, the user indicated one point in the thrombus, and the same approach was used as for lumen, but with changed 
parameter settings.  
 
Registration 
Registration is the task of placing the ultrasound cross-sections correctly relative to the CT model (Fig 2), i.e. to align CT 
and ultrasound coordinate systems [12]. In this work registration was performed by means of manually indicating 
anatomical landmarks in both modalities. This information was further used for calculating the transformation matrix 
that describes the translation and rotation necessary for aligning the coordinate systems. 
 
Having aligned the ultrasound and CT coordinate systems, a 3D visualization of strain was obtained by using the position 
data from the navigation system for mapping strain values onto the geometric model segmented from CT. A color 
parameterization was used for visualizing the level of strain. 
 
The navigation system CustusX (SINTEF Health Research, Trondheim, Norway) [13] was used for positioning and 
registration. Matlab (The Mathworks Inc, Natick, MA, USA) was used for processing and concept development. 
 
 
 
Fig 2. Example of an ultrasound image positioned in a 3D CT scene (CustusX, SINTEF, Trondheim, Norway). 
Proc. of SPIE Vol. 6511  65111H-3
  
3. RESULTS 
 
The results of each processing task are illustrated in Fig 3. The first panel shows strain as calculated in three cross-
sectional ultrasound images. The strain values are color parameterized and positioned in 3D space using the position 
output from the navigation system. Next, the results of segmenting the lumen and the aneurysm wall from CT data are 
shown as black and green surfaces, respectively. Finally, the strain surface is mapped onto the segmented model by 
manual registration between CT and ultrasound.  
 
Given the limited selection of patients, no clinical results should be inferred from this study. We state, however, that 
maximum strain values were typically found to be less than 5%. Also, as illustrated in Fig 3, strain was found to be 
inhomogeneous along the circumference of the aneurysm, indicating that the method gives a measure of the varying load 
conditions and tissue properties. 
 
Figure 4 shows the color parameterized strain surface visualized in the CT scene for improved anatomical interpretation, 
giving an intuitive visualization of strain.  
 
 
4. DISCUSSION 
 
The reasons for developing the 3D model were considered threefold. First, since strain quantifies the relative elongation 
and contraction of the tissue imposed by the pulsatile blood flow, strain depends on the load on the vessel wall and the 
tissue characteristics. This is believed to be information relevant for predicting rupture risk, and clinical studies should be 
performed to evaluate the clinical interpretation of strain. An intuitive 3D visualization could be of assistance in 
evaluating strain in clinics. Second, the model could be used for validating fluid structure interaction (FSI) simulations. 
The measurements could be used for calibrating the model parameters and hence improve the simulation results, 
especially the biomechanical tissue model. Third, the 3D model based on measured strain could be more closely 
integrated into the simulations thereby increasing the amount of patient specific information. Retrieving biomechanical 
properties from a model containing a maximum of information specific of the individual aneurysm has potential of being 
the method to provide the most precise assessment of rupture risk. 
 
4.1 Accuracy 
 
The accuracy of the method is influenced by several factors. Geometrical factors include positioning of the ultrasound 
probe, registration of ultrasound to CT and the segmentation of the aneurysm from the CT data. The accuracy of the 
registration could be improved by acquiring CT and ultrasound at the same time, and by using fiducials for registration. 
The manual registration method could be replaced by an automatic method, e.g. by sampling positions from the patient’s 
stomach to produce a surface that could be mapped to the same surface as segmented from the CT data. In addition, non-
rigid registration could be considered [14]. Also, the segmentation method may be improved, e.g. by using a 3D method 
for segmenting the thrombus-wall interface [15], [16] or by increased manual interaction. Better accuracy would also be 
obtained by using CT data with increased resolution. These factors influence the accuracy of the 3D geometry and the 
anatomical positioning of strain. Because the 3D geometry is used only for visualization, i.e. to get an overview of the 
3D anatomy, we consider these factors to be less critical for this application, and the optimization of these subtasks has 
therefore not been the focus of the present work. 
 
Another question is the accuracy of the strain processing method. This method is based on tracing wall motion from 
transabdominal ultrasound image sequences of varying quality. The accuracy of this method is more critical, hypothesing 
that diagnostic information could be drawn from determining the correct level of strain. There is a need for further 
studies evaluating the accuracy and reproducibility of the method. Also, further attention should be paid to the fact that 
the strain processing method gives strain only in 2D, thereby neglecting the longitudinal motion component. Generally, 
strain is a tensor value; in this work we measure only linear strain. 
 
In this work the strain model is visualized at one particular time instance. However, because strain is calculated for each 
frame through the cardiac cycle, the model can be visualized as a movie showing how strain relates to the ECG through 
the cycle. 
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Fig 3. Left: Strain is processed from three 2D ultrasound images positioned in 3D by using a navigation system. The strain values are 
color-coded according to the indicated scale. A transparent green surface is drawn between the ultrasound planes for enhanced 3D 
perception. Middle: The black structure represents the blood flow volume (lumen), whereas the transparent green structure is the 
surface of the aneurysm as segmented from CT. Right: The strain model and the segmented model are combined using registration. 
 
 
 
 
Fig 4. 3D strain model. The model from Fig 3 is placed in a CT scene for enhanced anatomical interpretation. Strain is shown in one 
time-instance, but it is possible to generate a video showing how strain changes through the cardiac cycle (synchronized with ECG). 
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4.2 Model based imaging 
 
Previous research for alternative means of assessing rupture risk of AAA has mainly been focusing either on 
mathematical simulation or ultrasound measurement. We believe that the model suggested in this work provides the 
opportunity for a unified approach, in which simulation and measurements are integrated to introduce a model based 
imaging concept. The motivation for this is the recognition that measurements may not be sufficient on its own. For 
example, referring to Fig 3, strain is measured only in a limited number of slices. Here, modeling and simulation could 
be considered an “advanced interpolation method” that could provide simulated strain values in between the measured 
values. Also, other clinically relevant parameters could more easily be extracted from a mathematical model than from 
direct measurements. The aim is to combine as much relevant information as possible from theoretical consideration and 
patient specific data and measurements into one model supporting clinical decision making. As a next step towards this 
concept, the ultrasound based 3D strain model could be used for validation and possibly calibration of FSI simulations 
(Fig 5). 
 
It should be noted that the accuracy of positioning, registration and segmentation becomes more critical when the results 
are to be further processed numerically as compared to visualization only. 
 
Ultrasound  Navigation  Strain processing     
         
      Registration  3D strain model 
         
CT    Segmentation     
         
         
         
    Modeling  Simulation  Compare 
         
         
         
      Calibration   
 
Fig 5 Workflow. The upper half of the figure equals Fig 1. In addition a loop describing the integration of the dynamic measurements 
into a modeling and simulation approach is included. The 3D strain model is compared to the model produced by numerical 
simulations, and the biomechanical simulation model is iteratively updated until the simulated values converge to the measured values. 
 
4.3 Future work 
 
Future work includes 1) evaluation and further development of the ultrasound strain processing method, 2) development 
of a model based imaging approach combining ultrasound measurements with computer simulations and 3) evaluation of 
the clinical relevance of strain or related parameters for predicting rupture of AAA. 
 
 
5. CONCLUSIONS 
 
We have presented a 3D visualization of strain in AAA. This approach gave a more intuitive visualization and improved 
the geometric interpretation of strain compared to a 2D visualization. We believe that the 3D strain model could provide 
relevant diagnostic information. The model may also be valuable for validation and calibration of FSI simulations, or 
even for providing input values to a simulation approach more closely integrated with patient specific measurements. 
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SIMULATION MODEL FOR ASSESSING QUALITY OF ULTRASOUND STRAIN
ESTIMATION IN ABDOMINAL AORTIC ANEURYSM
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Abstract—The purpose of this study was to develop a simulation model for evaluating methods for ultrasound
strain estimation in abdominal aortic aneurysms. Wall geometry was obtained from a real ultrasound image
and wall motion was simulated applying realistic blood pressures to a nonlinear viscoelastic wall model. The ultra-
sound simulation included speckle, absorption and angle dependent reﬂection. Gaussian white noise was added to
simulate various noise levels. Despite not fully replicating real ultrasound images, the model simulated realistic
circumferential variations in intensity and realistic speckle patterns and has potential for initial evaluation of
strain estimation methods. (E-mail: reidar.brekken@sintef.no)  2012 World Federation for Ultrasound in
Medicine & Biology.
Key Words: Ultrasound, Strain, Simulation, Abdominal aortic aneurysm, Biomechanics.
INTRODUCTION
Rupture of abdominal aortic aneurysm (AAA) causes
high mortality, and elective surgery or endovascular
therapy is, therefore, recommended when the risk of
rupture exceeds the risk associated with treatment.
Although indicators for rupture risk have been identiﬁed,
predominantly the diameter exceeding 5.0–5.5 cm or
increasing rapidly, rupture risk is still not evaluated on
a patient-speciﬁc level with satisfying speciﬁcity and
sensitivity (Brewster et al. 2003).
Ultrasound can be used for estimating dynamical
properties of the aneurysm due to the pulsating blood
pressure and, thereby, obtaining additional patient-
speciﬁc information about the state of the aneurysm.
Brekken et al. (2006) described a method for estimating
circumferential strain over the cardiac cycle from cross-
sectional ultrasound images. The level and distribution
of strain depends on the wall stress and the material prop-
erties of the wall tissue. Since it has been shown that both
wall stress (e.g., Fillinger et al. 2003) and material prop-
erties (e.g., Di Martino et al. 2006; Thubrikar et al. 2001)
are relevant factors in AAA rupture, strain imaging may
reveal additional information for assessing rupture risk.
Strain is generally estimated from ultrasound based
on temporal correlation of images or signals. This corre-
lation is degraded by noise, out-of-plane motion and
deformation, which may lead to uncertainty in the strain
estimates. Due to the varying quality of transcutaneous
abdominal ultrasound images, it is, therefore, important
to consider the validity of the strain measurements
when using ultrasound strain in clinical studies on
AAA. It is, however, technically challenging to obtain
comparable true in vivo strain values for method
evaluation.
To overcome this challenge, a controlled environ-
ment with known parameters could be obtained by
combining biomechanical modeling with ultrasound
image simulation. Swillens et al. (2009) suggested
a computational ﬂuid dynamics (CFD) model in combi-
nation with ultrasound simulation to simulate blood
velocity imaging of a carotid artery. For evaluation of
methods in echocardiography, Hergum et al. (2009) sug-
gested a fast ultrasound simulation method in combina-
tion with a ﬁnite-element-model of an ellipsoidal left
ventricle. Several authors have suggested using simula-
tion to investigate methods for elastography and strain
estimation (Crosby et al. 2009; D’Hooge et al. 2003;
Gao et al. 2009; Maurice et al. 2004).
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In this article, we suggest a simulation model that
can be used as a ﬁrst assessment of methods for ultra-
sound strain estimation in AAAs. The emphasis was on
developing a model that simulated the main features of
wall dynamics and image appearance, and at the same
time was simple and allowed for fast repetition of simu-
lations with different parameters.
MATERIALS AND METHODS
To simulate ultrasound of a dynamic AAA, a biome-
chanical model of aortic wall motion was combined
with an ultrasound simulation method. The approach is
illustrated in Figure 1 and further described in the
following sections.
Geometry and blood pressure
To obtain realistic input values, we acquired ultra-
sound, systolic and diastolic brachial blood pressures,
and electrocardiogram (ECG) from a (75-year-old
male) patient scheduled for endovascular aneurysm
repair. Ultrasound was acquired with a 3.5-MHz curved
linear array (CLA) probe on a ViVid7 ultrasound scanner
(GE Vingmed Ultrasound, Horten, Norway). The cross-
sectional geometry of the aneurysm was obtained by
manually indicating a curve within the wall in one dia-
stolic ultrasound frame (Fig. 2). The wall was assumed
to have a constant thickness of 2 mm, extending 1 mm
at each side of the curve. A generic blood pressure proﬁle,
adapted from catheter measurements in the abdominal
aorta of a healthy subject (Remington and Wood 1956)
(Fig. 3), was scaled to match blood pressures and heart
rate of the patient (blood pressure: 155/85 mm Hg, heart
rate: 103 bpm). The Regional Committee for Medical
Research Ethics approved the use of patient data.
Biomechanical model
The aneurysm wall was modeled as 1-D nonlinear
viscoelastic elements connected at nodes. The force
acting at each node was modeled as the sum of pressure
force acting on the neighboring elements and viscoelastic
forces due to stretching of the elements (Fig. 2). The pres-
sure force acted normal to the wall and was calculated as
the product of the blood pressure and the inner surface
area around each node. The viscoelastic forces acted
along the direction of the elements and were calculated
as the product of the circumferential wall stress s and
the cut-plane area at each node. Stress was related to
strain by a nonlinear viscoelastic material model:
s5m0$e
m$ε1~m$
Dε
Dt
(1)
Fig. 1. Flowchart illustrating the simulation model and evalua-
tion approach. Patient speciﬁc geometry and blood pressure
were used together with material parameters as input to the
simulation model producing dynamic ultrasound images with
varying noise levels. Ultrasound strain processing methods
could then be applied to these images, and evaluated by
comparing results with similar strain measures calculated
from the known dynamics of the synthetic aneurysm.
Fig. 2. Aneurysm model. Cross-sectional ultrasound image of
an aneurysm, with a curve indicating the wall geometry. The
right side illustrates in further detail part of the wall curve,
with pressure (Fp) and viscoelastic forces (Fve) acting at each
node as illustrated by the arrows. The ECG-trace is shown in
the lower left.
Fig. 3. Normalized blood pressure curve, adapted from
Remington and Wood (1956).
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where m0;m; ~m are material parameters, and ε is the longi-
tudinal strain of each element (circumferential strain for
the aneurysm). The natural strain of a segment stretched
from length L0 to length L was separated into a constant
diastolic and a dynamic cyclic strain component,
respectively,
ε5 ln

L
L0

5 ln

LD
L0
$
L
LD

5 ln

LD
L0

1ln

L
LD

5 εD1Dε
(2)
where LD is the length of the segment in diastole. Inserted
into eqn (1), this gives the following stress-strain relation
s5m0$e
m$ðεD1DεÞ1~m$
dε
dt
5m0$e
m$εD$em$Dε1~m$
dε
dt
5 sD$e
m$Dε1~m$
dε
dt
(3)
where diastolic stress has been introduced as
sD5m0$e
m$εD .
For simulating thewall motion, we further expressed
wall stress as a function of segment length combining eqn
(2) and eqn (3)
s5 sD$

L
LD
m
1~m$
1
L
dL
dt
(4)
The diastolic stress was estimated from Laplace law
for a thin-walled cylinder, while parameter values were
chosen as m 5 15 (dimensionless) and ~m 5 1000 Pa$s.
Further details regarding the biomechanical simulation
are included in the Appendix.
Ultrasound image simulation
The tissue was modeled as a collection of points
with an associated acoustic backscattering coefﬁcient
(scatterers). The motion of each scatterer was deduced
from the motion of the nodes by bilinear interpolation.
The amplitude Aq of the backscattering coefﬁcients was
assigned Gaussian random values N and modiﬁed by
taking into account that the reﬂection depends on the
angle uq between the ultrasound beam and the normal
vector of the object’s surface. A model accounting for
different types of reﬂection for shading in computer
graphics (Phong 1975) was adapted to
Aq5Aq

fq

5N$

ka1kd$
cosfqnd
1ks$max

0; cos2fq
ns (5)
where k and n are material parameters describing
ambient, diffuse and specular reﬂection. We chose nd 5
1 to account for ideal diffuse reﬂection. The other param-
eters were determined by minimizing the square differ-
ence (least-square) between the model and the intensity
from the wall in the real image, constraining ka 1 kd 1
ks 5 1 to avoid scaling. Values are included in Table 1.
Speckle was simulated as a convolution between the
tissue (scatterer) model and the point-spread function
(PSF) of the imaging system, similar to approaches
described in more detail by e.g., Gao et al. (2009). We
simulated a CLA probe with 4.9 cm aperture and 4 cm
radius of curvature. Using cylindrical coordinates, denot-
ing each sample point by (r, q, z0) and the position of each
scatterer in a neighborhood dU of the sample point by (rq,
qq, zq), radio-frequency (rf) ultrasound signals were simu-
lated by the following convolution
rf ðr; q; z0Þ5
X
q˛dU
Aq$PSF

r2rq; q2qq; z02zq

$ei$2pf $ðdq2rÞ=c
(6)
where dq is the distance from the transducer to the scat-
terer, f is center frequency and c is speed of sound. Param-
eter values, along with radial and lateral sampling
resolution (dr and dq), are included in Table 1. The PSF
was modeled with Gaussian proﬁles in axial, lateral and
elevation directions, deﬁned by width at 26 dB for each
direction (Table 1). In addition, wemodeled a logarithmic
absorption LdB (intensity) per depth and frequency unit
and Gaussian white noise with intensity levels ranging
from260 dB to220 dB (with 0 dB deﬁned as the signal
level without absorption and with beam parallel to the
normal vector of the aneurysm). B-mode images were
obtained by time-gain-compensation (TGC), lateral inter-
polation of the simulated rf-signals, envelope detection,
log-compression and scan-conversion. Interpolation
between the rf-lines was done to improve image quality
and reduce the risk of aliasing after the succeeding
nonlinear signal processing. According to ﬁrst-order
speckle statistics, the ratio of the mean to the standard
deviation (deﬁned as signal-to-noise-ratio, SNR) of the
Table 1. Ultrasound simulation parameters
Parameter Description Value Unit
ka Ambient reﬂection
coefﬁcient
0.061 –
kd
nd
Diffuse reﬂection
coefﬁcients
0.282
1
–
–
ks
ns
Specular reﬂection
coefﬁcients
0.657
2.9
–
–
LdB Two-way absorption 0.4 (dB/cm)/MHz
c Speed of sound 1540 m/s
f Center frequency 3.5 MHz
PSF26dB ax
PSF26dB lat
PSF26dB ele
PSF dimensions at 26dB 60.25
60.0045
62.0
mm
rad
mm
dU Neighborhood of
sample point
5$PSF26dB –
dr Sampling resolution 1/20000 m
dq Beam density 0.00225 rad
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speckle after detection should approach 1.91. (Cobbold
2007). We used eqn (6) to simulate a speckle pattern of
size 1 cm 3 1cm with varying scatterer densities. The
computation time increased linearly with scatterer density
(linear regression, R2 . 0.99) and the SNR did not
improve signiﬁcantly when increasing the density above
15 scatterers per mm2 (analysis of variance [ANOVA]
test showing no signiﬁcant difference between groups
with $15 scatterers per mm2, p 5 0.24) (Fig. 4). This
density was, therefore, chosen when placing scatterers at
random positions within the aneurysm wall, giving a total
of approximately 7000 scatterers for the chosen aneurysm
(approx. 7.3 cm diameter, 2 mm wall thickness). The
simulation model was implemented in Matlab R2011a
(The MathWorks Inc., Natick, MA, USA), and run on
a MacBook Pro (Apple Inc., Cupertino, CA, USA) with
operating system MaxOSX.6, dual core 2.66 GHz
processor and 8 GB memory.
The temporal correlation of the speckle pattern was
analyzed by choosing 2 mm 3 2 mm regions-of-interest
(ROI) in the aneurysm wall. The known motion of the
underlying scatterers was used for aligning each ROI
from frame to frame, and correlation was quantiﬁed
by the temporal mean (over the cardiac cycle) of the
normalized correlation coefﬁcient between each succeed-
ing frame. In addition, for illustration of tracking with
different noise levels, a standard two-dimensional (2-D)
normalized cross-correlation method was implemented
for tracking the 2 mm3 2 mm ROIs from frame to frame
according to the maximum correlation between the ROI
and a 4 mm 3 4 mm search area in the neighborhood
of this ROI in the succeeding frame. Assuming that
each ROI should return to the initial position after one
cardiac cycle, linear correction was applied to adjust
the position of the ROI in case of any deviation between
the ﬁrst and ﬁnal frame. Tracking error was quantiﬁed by
the root-mean-square (RMS) difference between the
tracked position and the known true position over the
cardiac cycle. To obtain analysis that were more robust
to variation due to the stochastic scatterers, we simulated
ﬁve different speckle realizations and reported the mean
values.
RESULTS
Examples of simulated ultrasound images with
different noise levels are shown in Figure 5a and b. The
images differ from the corresponding real ultrasound
for the same case, shown in Figure 2, since only the
Fig. 4. Signal-to-noise ratio (SNR) and computation time as
a function of scatterer density. A 1 cm 3 1 cm speckle image
was simulated. Upper: The SNR did not change signiﬁcantly
by increasing the density above 15 scatterers/mm2. The
boxplots show the lower and upper 25% percentile (box), range
and outliers with the variation being due to 30 repetitive calcu-
lations with different random conﬁgurations of scatterers.
Lower: The computation time increased linearly with scatter
density (R2 . 0.99).
Fig. 5. Ultrasound simulation. (a) Simulated ultrasound image with noise260 dB (b) noise240 dB. (c) The intensity in
the wall as a function of circumferential angle. The blue dashed curve shows intensity simulated according to eqn (5)
while the solid red curve also includes absorption. The thin black curve is the intensity measured in a real ultrasound
image (Fig. 2). The right lateral (RL), posterior (P), left lateral (LL) and anterior (A) regions-of-interest (ROIs) are
indicated in each subplot.
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wall of the aneurysm was simulated, without thrombus or
surrounding tissues. However, the intensity of the wall
corresponded well. This is illustrated in Figure 5c by
comparing the intensity of the wall from the real ultra-
sound image with the intensity theoretically predicted
from eqn (5).
The temporal mean of normalized correlation
coefﬁcients were calculated and plotted as a function of
different noise levels for ROIs in the right lateral (RL),
posterior (P), left lateral (LL) and anterior (A) wall
(Fig. 6). As expected, the correlation decreased with
increasing noise. Due to different signal strength in the
different parts of the wall (and therefore different
SNR), the correlation was smallest in the lateral part
and somewhat higher in the anterior part than in the poste-
rior part. The tracking based on maximum correlation,
therefore, failed for lower noise levels in the lateral
wall than for the posterior and anterior wall, as illustrated
by the RMS values in Figure 6.
The computation time depended linearly on the
number of scatterers, the size of the imaging sector
(i.e., the number of samples) and the number of frames
per cardiac cycle. For the aneurysm presented in this
article, we simulated a blood pressure 155/85 mm Hg
and heart rate of 103 bpm, imaged at 45 frames per
second, resulting in 27 ultrasound frames over the
cardiac cycle. The simulated imaging depth was 10 cm
(2.5 cm–12.5 cm) and width was approximately 47
degrees, resulting in 361 beams and 2000 samples per
beam. The simulation time was 38 s for the biomechan-
ical simulation and 205 s for simulating the ultrasound
images (i.e., approximately a total of 4 min).
DISCUSSION
Before initiating clinical studies to investigate
potential relations between ultrasound strain estimation
and rupture risk in AAA, the quality of the strain estima-
tion method should be assessed. In this article, we present
a model for simulating dynamic ultrasound images of
AAA, which may be used for this purpose.
The main advantage of a simulation model is that all
parameters are known, thereby enabling direct compar-
ison between estimated and true values. Also, parameters
can be changed to test performance under different condi-
tions. The disadvantage is that the model will not fully
replicate true in vivo data and test results may, therefore,
not be fully representative of the method’s performance
in clinical use. It is, therefore, reasonable to combine
several means of evaluation, where a simulation model
gives useful insight into speciﬁc aspects of the method
to be evaluated.
To conveniently repeat simulations with different
geometries and material properties, the simulation should
be computationally fast. Computation time per cardiac
cycle depended on the length of the cardiac cycle, frame
rate and the size of the aneurysm (number of scatterers,
beams and samples per beam). The patient-speciﬁc aneu-
rysm shown in this article was simulated in approxi-
mately 4 min. Although it may be interesting to further
optimize to achieve faster simulations, we considered
the computation time obtained with the current imple-
mentation to be sufﬁcient for our purpose.
Direction dependent reﬂections are prominent when
imaging blood vessels by ultrasound, resulting in low
signal from the lateral parts of the wall where the ultra-
sound beam is nearly tangential to the wall (see Fig. 2).
Together with the acoustic noise from the abdominal
wall and bowels, this leads to poor SNR in these parts
of the images, making strain estimation especially chal-
lenging. This is, therefore, an important property that
was well reproduced in the simulations (Fig. 5).
Only the wall was simulated, not including other
organs, thrombus or surrounding tissues, which was
a limitation because the identiﬁcation of the wall is easier
in the simulated images compared to real images. The
simulation may, therefore, in some regard be a best-case
scenario. However, except from immediate surroundings
that may inﬂuence the local tracking, realistic simulation
of the aneurysm wall is more important for evaluating
tracking methods. Additional variations, e.g., due to
Fig. 6. Ultrasound images were simulated with different noise
levels. Regions-of-interest (ROIs) (2 mm 3 2 mm) were
selected in the right lateral (RL), posterior (P), left lateral
(LL) and anterior (A) wall (ref. Fig. 5). The upper panel shows
the temporal mean value of the correlation coefﬁcient calculated
from frame to frame by using the known motion of the under-
lying scatterers. The lower panel shows the root-mean-square
(RMS) difference between the tracked motion and the known
true motion. The noise levels are relative to the highest possible
intensity from the nonattenuated data. The data are mean values
calculated over ﬁve different speckle realizations (random
conﬁguration of scatterers).
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wall calciﬁcation, could be included in the model by
altering the amplitude of scatterers in speciﬁc parts of
the wall.
Because strain estimation is often based on speckle
tracking, the simulation of a plausible speckle pattern is
important. We chose to implement a fast simulation algo-
rithm for producing fully developed speckle (Fig. 4). The
algorithm produced a speckle pattern that was realisti-
cally correlated according to the motion of scatterers
from frame to frame. Different SNRs were simulated by
adding varying levels of Gaussian white noise. The noise
levels in patients are varying, but the chosen range of260
dB to 220 dB should represent extreme values to inves-
tigate at which noise levels a method fails, and to
compare different tracking approaches for robustness to
noise. Further research could include a more realistic
simulation of acoustic artifacts to increase the realism
of the simulated ultrasound. As shown in Figure 6, the
simple maximum correlation tracking fails when the
SNR in the different parts of the wall becomes too low.
Regularization of the tracking according to physiologic
constraints may increase the robustness of tracking with
regard to noise. The simulation model could be used to
optimize the size of ROIs and search areas and to test
different regularization approaches. It is noted that the
purpose of the implemented tracking method was to
illustrate the potential evaluation by using the simulation
model, rather than to evaluate or improve the tracking
method itself.
Wall motion was simulated by assuming 1-D
elements with nonlinear viscoelastic material properties.
One-dimensional elements imply radially constant prop-
erties through the wall and were chosen because the wall
is thin relative to the segment length, and because of lack-
ing information of radial variation of parameters. Given
the tubular thin wall structure, plane strain was assumed
for the boundary conditions in the third dimension.
Nonlinear (exponential) material models for AAA tissue
have been suggested previously (e.g., He and Roach
1994; Ragahavan et al. 1996; Thubrikar et al. 2001;
Vande Geest et al. 2006). Because arterial tissue
exhibits viscous properties, we also added a small
viscous element to the material model, enabling e.g.,
simulation of hysteresis. Figure 7 shows the simulated
stress-strain relation of one element of a circular aneu-
rysm of diameter 5.5 cm, with diastolic stress sD 5 156
kPa and material parameters m 5 15 and ~m 5 1000Pa$s.
The systolic wall stress was 297 kPa, which is consistent
with values from literature on AAA wall stress simula-
tion, e.g., Fillinger et al. (2003), suggesting 440 kPa as
a threshold for rupture prediction, and Raghavan et al.
(2000) reporting peak wall stress among AAA patients
from 290 kPa to 450 kPa. As illustrated in Figure 7, the
model also shows good agreement with amodel suggested
by Thubrikar et al. (2001), based on in vitro strain-stress
characterization of circumferentially oriented AAA tissue
specimens. Additionally, in vivo ultrasound of stiffness,
approximately corresponding to the parameter m, has
been reported to be in the order of 15–30 (Sonneson
et al. 1999; Wilson et al. 2003).
The viscous effect means that the response of the
model will depend not only on the amplitude but also
on the rate of change of the blood pressure. Since the
blood pressure proﬁle may be affected by individual vari-
ations e.g., due to age and presence of aneurysm, the
response may change somewhat compared with the
response when applying the proﬁle described in this
article. When evaluating tracking methods, it may, there-
fore, be interesting to apply different realistic or nonreal-
istic (e.g., square or sinus) proﬁles to study potential
effects on the performance of the tracking method.
Patient-speciﬁc simulations of AAA dynamics have
previously been demonstrated based on three-dimensional
(3-D) computed tomography (CT) scan to estimate param-
eters for predicting aneurysm rupture. These include ﬂuid-
structure interactions (FSI) simulating the motion of the
wall when subject to pulsatile pressures (Di Martino et al.
2001; Wolters et al. 2005). Integration with an FSI model
might be of interest for further research, especially to
include out-of-plane motion and effects from surrounding
Fig. 7. Strain-stress relation for one element of a circular aneu-
rysm with 5.5 cm diameter, 155/85 mm Hg blood pressure and
heart rate 103 bpm. The solid curve shows the simulated
response (with m0 5 8000 Pa), including a small viscous effect
(hysteresis). Diastolic and systolic stresses (156 kPa, 297 kPa)
and strains (0.198, 0.241) are indicated. The model shows
good agreement with a model suggested by Thubrikar et al.
(2001) (dashed curve).
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tissues and thrombus, and for investigating how the circum-
ferential strain measure available from 2-D ultrasound
corresponds to the underlying 3-D strain tensor.
Although only one example of AAA was shown in
this article, the simulation model can be used for different
patient speciﬁc or nonspeciﬁc AAA geometries or even
for normal blood vessels by applying other geometries
and material properties. The model could be used for
investigating how different parameters, e.g., frame rates,
heart rates, blood pressures, noise-levels, geometries or
stiffness affect the strain processing method.
In conclusion, we believe that the described model
provides a simple and efﬁcient ﬁrst assessment of
methods for ultrasound strain processing in AAA.
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APPENDIX
The aneurysm wall was modeled as one-dimensional (1-D)
nonlinear viscoelastic elements connected at nodes. The force acting
at each node was modeled as the sum of a blood pressure force Fp acting
on the neighboring elements, and viscoelastic forces Fve due to stretch-
ing of the elements (Fig. 2). Denoting mass m and acceleration a gives
m$ a!5 F!p1F!ve11F!ve2 (A1)
In addition, the wall was constrained to return to the initial shape
and position after a full cardiac cycle by adding an external force Fext to
eqn (A1).
F
!
ext52

F
!
p1F
!
ve11F
!
ve2

t5 t1Trbm (A2)
The ﬁrst part represents a temporally constant, spatially varying
force constraining the aneurysm to return to the initial shape after
a cardiac cycle. It was deﬁned by assuming equilibrium of eqn (A1) at
a time t*. Trbm is a temporally varying transformation applied to exclude
rigid body motion. The transformation was applied to all nodes and did,
therefore, not inﬂuence the internal forces of the aneurysm wall. By
applying other transformations, rigid body motion due to breathing
and probe motion could be included in the simulation.
With initial positions given and assuming zero initial velocity in
diastole, the dynamic positions of the nodes were found by temporal dis-
cretization and integration of eqns (A1) and (A2). As each node moves,
the length of each segment changes continuously and the viscoelastic
forces change correspondingly. Instead of assuming constant
acceleration within each timestep Dt, we, therefore, chose a linearly
varying acceleration
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a^ðtn1uÞ5 aðtnÞ1b^$u; u ˛ ½0; tn112tn5Dt (A3)
This acceleration predicts virtual positions P of the nodes in the next
timestep
P ðtn11Þ 5 P ðtnÞ1vðtnÞ$Dt11
2
aðtnÞ$Dt211
6
b^$Dt3 (A4)
We chose to useDtz 30 ms. This value could be increased to save some
computation time (e.g., increasing Dt to 90 ms reduced computation
time from 38 s to 22 s), but may compromise robustness for some
combinations of geometry, material properties and blood pressures.
From these predicted positions, the length of each segment was
calculated. Wall stress was then calculated from eqn (4). With known
blood pressures, the resulting forces and thus acceleration a*(tn11)
was calculated from eqns (A1) and (A2), and compared with the
acceleration a^(tn11) predicted using eqn (A3). The calculations were
run iteratively until ja^ðtn11Þ2aðtn11Þj,D (approaching zero), while
updating
b^5
aðtn11Þ2aðtnÞ
tn112tn
(A5)
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3. Ultrasound in AAA management 
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3.3 Endovascular treatment and follow-up 
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3.4 Functional and molecular imaging 
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1977 
1. Knut Joachim Berg: EFFECT OF ACETYLSALICYLIC ACID ON RENAL FUNCTION 
2. Karl Erik Viken and Arne Ødegaard: STUDIES ON HUMAN MONOCYTES CULTURED IN  
VITRO 
1978 
3. Karel Bjørn Cyvin: CONGENITAL DISLOCATION OF THE HIP JOINT. 
4. Alf O. Brubakk: METHODS FOR STUDYING FLOW DYNAMICS IN THE LEFT 
VENTRICLE  AND THE AORTA IN MAN. 
1979 
5. Geirmund Unsgaard: CYTOSTATIC AND IMMUNOREGULATORY ABILITIES OF 
HUMAN    BLOOD MONOCYTES CULTURED IN VITRO 
1980 
6. Størker Jørstad: URAEMIC TOXINS 
7. Arne Olav Jenssen: SOME RHEOLOGICAL, CHEMICAL AND STRUCTURAL 
PROPERTIES    OF MUCOID SPUTUM FROM PATIENTS WITH CHRONIC 
OBSTRUCTIVE BRONCHITIS 
1981 
8. Jens Hammerstrøm: CYTOSTATIC AND CYTOLYTIC ACTIVITY OF HUMAN 
MONOCYTES AND EFFUSION MACROPHAGES AGAINST TUMOR CELLS IN VITRO 
1983 
9. Tore Syversen: EFFECTS OF METHYLMERCURY ON RAT BRAIN PROTEIN. 
10. Torbjørn Iversen: SQUAMOUS CELL CARCINOMA OF THE VULVA. 
1984 
11. Tor-Erik Widerøe: ASPECTS OF CONTINUOUS AMBULATORY PERITONEAL 
DIALYSIS. 
12. Anton Hole: ALTERATIONS OF MONOCYTE AND LYMPHOCYTE FUNCTIONS IN 
REALTION TO SURGERY UNDER EPIDURAL OR GENERAL ANAESTHESIA. 
13. Terje Terjesen: FRACTURE HEALING AND STRESS-PROTECTION AFTER METAL 
PLATE FIXATION AND EXTERNAL FIXATION. 
14. Carsten Saunte: CLUSTER HEADACHE SYNDROME. 
15. Inggard Lereim: TRAFFIC ACCIDENTS AND THEIR CONSEQUENCES. 
16. Bjørn Magne Eggen: STUDIES IN CYTOTOXICITY IN HUMAN ADHERENT 
MONONUCLEAR BLOOD CELLS. 
17. Trond Haug: FACTORS REGULATING BEHAVIORAL EFFECTS OG DRUGS. 
1985 
18. Sven Erik Gisvold: RESUSCITATION AFTER COMPLETE GLOBAL BRAIN ISCHEMIA. 
19. Terje Espevik: THE CYTOSKELETON OF HUMAN MONOCYTES. 
20. Lars Bevanger: STUDIES OF THE Ibc (c) PROTEIN ANTIGENS OF GROUP B 
STREPTOCOCCI. 
21. Ole-Jan Iversen: RETROVIRUS-LIKE PARTICLES IN THE PATHOGENESIS OF 
PSORIASIS. 
22. Lasse Eriksen: EVALUATION AND TREATMENT OF ALCOHOL DEPENDENT 
BEHAVIOUR. 
23. Per I. Lundmo: ANDROGEN METABOLISM IN THE PROSTATE. 
1986 
24. Dagfinn Berntzen: ANALYSIS AND MANAGEMENT OF EXPERIMENTAL AND 
CLINICAL PAIN. 
25. Odd Arnold Kildahl-Andersen: PRODUCTION AND CHARACTERIZATION OF 
MONOCYTE-DERIVED CYTOTOXIN AND ITS ROLE IN MONOCYTE-MEDIATED 
CYTOTOXICITY. 
26. Ola Dale: VOLATILE ANAESTHETICS. 
1987 
27. Per Martin Kleveland: STUDIES ON GASTRIN. 
28. Audun N. Øksendal: THE CALCIUM PARADOX AND THE HEART. 
29. Vilhjalmur R. Finsen: HIP FRACTURES 
 
1988 
30. Rigmor Austgulen: TUMOR NECROSIS FACTOR: A MONOCYTE-DERIVED 
REGULATOR OF CELLULAR GROWTH. 
31. Tom-Harald Edna: HEAD INJURIES ADMITTED TO HOSPITAL. 
32. Joseph D. Borsi: NEW ASPECTS OF THE CLINICAL PHARMACOKINETICS OF 
METHOTREXATE. 
33. Olav F. M. Sellevold: GLUCOCORTICOIDS IN MYOCARDIAL PROTECTION. 
34. Terje Skjærpe: NONINVASIVE QUANTITATION OF GLOBAL PARAMETERS ON LEFT 
VENTRICULAR FUNCTION: THE SYSTOLIC PULMONARY ARTERY PRESSURE AND 
CARDIAC OUTPUT. 
35. Eyvind Rødahl: STUDIES OF IMMUNE COMPLEXES AND RETROVIRUS-LIKE 
ANTIGENS IN PATIENTS WITH ANKYLOSING SPONDYLITIS. 
36. Ketil Thorstensen: STUDIES ON THE MECHANISMS OF CELLULAR UPTAKE OF IRON 
FROM TRANSFERRIN. 
37. Anna Midelfart: STUDIES OF THE MECHANISMS OF ION AND FLUID TRANSPORT IN 
THE BOVINE CORNEA. 
38. Eirik Helseth: GROWTH AND PLASMINOGEN ACTIVATOR ACTIVITY OF HUMAN 
GLIOMAS AND BRAIN METASTASES - WITH SPECIAL REFERENCE TO 
TRANSFORMING GROWTH FACTOR BETA AND THE EPIDERMAL GROWTH 
FACTOR RECEPTOR. 
39. Petter C. Borchgrevink: MAGNESIUM AND THE ISCHEMIC HEART. 
40. Kjell-Arne Rein: THE EFFECT OF EXTRACORPOREAL CIRCULATION ON 
SUBCUTANEOUS TRANSCAPILLARY FLUID BALANCE. 
41. Arne Kristian Sandvik: RAT GASTRIC HISTAMINE. 
42. Carl Bredo Dahl: ANIMAL MODELS IN PSYCHIATRY. 
1989 
43. Torbjørn A. Fredriksen: CERVICOGENIC HEADACHE. 
44. Rolf A. Walstad: CEFTAZIDIME. 
45. Rolf Salvesen: THE PUPIL IN CLUSTER HEADACHE. 
46. Nils Petter Jørgensen: DRUG EXPOSURE IN EARLY PREGNANCY. 
47. Johan C. Ræder: PREMEDICATION AND GENERAL ANAESTHESIA IN OUTPATIENT 
GYNECOLOGICAL SURGERY. 
48. M. R. Shalaby: IMMUNOREGULATORY PROPERTIES OF TNF- AND THE RELATED 
CYTOKINES. 
49. Anders Waage: THE COMPLEX PATTERN OF CYTOKINES IN SEPTIC SHOCK. 
50. Bjarne Christian Eriksen: ELECTROSTIMULATION OF THE PELVIC FLOOR IN FEMALE 
URINARY INCONTINENCE. 
51. Tore B. Halvorsen: PROGNOSTIC FACTORS IN COLORECTAL CANCER. 
1990 
52. Asbjørn Nordby: CELLULAR TOXICITY OF ROENTGEN CONTRAST MEDIA. 
53. Kåre E. Tvedt: X-RAY MICROANALYSIS OF BIOLOGICAL MATERIAL. 
54. Tore C. Stiles: COGNITIVE VULNERABILITY FACTORS IN THE DEVELOPMENT AND 
MAINTENANCE OF DEPRESSION. 
55. Eva Hofsli: TUMOR NECROSIS FACTOR AND MULTIDRUG RESISTANCE. 
56. Helge S. Haarstad: TROPHIC EFFECTS OF CHOLECYSTOKININ AND SECRETIN ON 
THE RAT PANCREAS. 
57. Lars Engebretsen: TREATMENT OF ACUTE ANTERIOR CRUCIATE LIGAMENT 
INJURIES. 
58. Tarjei Rygnestad: DELIBERATE SELF-POISONING IN TRONDHEIM. 
59. Arne Z. Henriksen: STUDIES ON CONSERVED ANTIGENIC DOMAINS ON MAJOR 
OUTER MEMBRANE PROTEINS FROM ENTEROBACTERIA. 
60. Steinar Westin: UNEMPLOYMENT AND HEALTH: Medical and social consequences of a 
factory closure in a ten-year controlled follow-up study. 
61. Ylva Sahlin: INJURY REGISTRATION, a tool for accident preventive work. 
62. Helge Bjørnstad Pettersen: BIOSYNTHESIS OF COMPLEMENT BY HUMAN ALVEOLAR 
MACROPHAGES WITH SPECIAL REFERENCE TO SARCOIDOSIS. 
63. Berit Schei: TRAPPED IN PAINFUL LOVE. 
64. Lars J. Vatten: PROSPECTIVE STUDIES OF THE RISK OF BREAST CANCER IN A 
COHORT OF NORWEGIAN WOMAN. 
 
1991 
65. Kåre Bergh: APPLICATIONS OF ANTI-C5a SPECIFIC MONOCLONAL ANTIBODIES FOR 
THE ASSESSMENT OF COMPLEMENT ACTIVATION. 
66. Svein Svenningsen: THE CLINICAL SIGNIFICANCE OF INCREASED FEMORAL 
ANTEVERSION. 
67. Olbjørn Klepp: NONSEMINOMATOUS GERM CELL TESTIS CANCER: THERAPEUTIC 
OUTCOME AND PROGNOSTIC FACTORS. 
68. Trond Sand: THE EFFECTS OF CLICK POLARITY ON BRAINSTEM AUDITORY 
EVOKED POTENTIALS AMPLITUDE, DISPERSION, AND LATENCY VARIABLES. 
69. Kjetil B. Åsbakk: STUDIES OF A PROTEIN FROM PSORIATIC SCALE, PSO P27, WITH 
RESPECT TO ITS POTENTIAL ROLE IN IMMUNE REACTIONS IN PSORIASIS. 
70. Arnulf Hestnes: STUDIES ON DOWN´S SYNDROME. 
71. Randi Nygaard: LONG-TERM SURVIVAL IN CHILDHOOD LEUKEMIA. 
72. Bjørn Hagen: THIO-TEPA. 
73. Svein Anda: EVALUATION OF THE HIP JOINT BY COMPUTED TOMOGRAMPHY AND 
ULTRASONOGRAPHY. 
1992 
74. Martin Svartberg: AN INVESTIGATION OF PROCESS AND OUTCOME OF SHORT-TERM 
PSYCHODYNAMIC PSYCHOTHERAPY. 
75. Stig Arild Slørdahl: AORTIC REGURGITATION. 
76. Harold C Sexton: STUDIES RELATING TO THE TREATMENT OF SYMPTOMATIC NON-
PSYCHOTIC PATIENTS. 
77. Maurice B. Vincent: VASOACTIVE PEPTIDES IN THE OCULAR/FOREHEAD AREA. 
78. Terje Johannessen: CONTROLLED TRIALS IN SINGLE SUBJECTS. 
79. Turid Nilsen: PYROPHOSPHATE IN HEPATOCYTE IRON METABOLISM. 
80. Olav Haraldseth: NMR SPECTROSCOPY OF CEREBRAL ISCHEMIA AND REPERFUSION 
IN RAT. 
81. Eiliv Brenna: REGULATION OF FUNCTION AND GROWTH OF THE OXYNTIC 
MUCOSA. 
1993 
82. Gunnar Bovim: CERVICOGENIC HEADACHE. 
83. Jarl Arne Kahn: ASSISTED PROCREATION. 
84. Bjørn Naume: IMMUNOREGULATORY EFFECTS OF CYTOKINES ON NK CELLS. 
85. Rune Wiseth: AORTIC VALVE REPLACEMENT. 
86. Jie Ming Shen: BLOOD FLOW VELOCITY AND RESPIRATORY STUDIES. 
87. Piotr Kruszewski: SUNCT SYNDROME WITH SPECIAL REFERENCE TO THE 
AUTONOMIC NERVOUS SYSTEM. 
88. Mette Haase Moen: ENDOMETRIOSIS. 
89. Anne Vik: VASCULAR GAS EMBOLISM DURING AIR INFUSION AND AFTER 
DECOMPRESSION IN PIGS. 
90. Lars Jacob Stovner: THE CHIARI TYPE I MALFORMATION. 
91. Kjell Å. Salvesen: ROUTINE ULTRASONOGRAPHY IN UTERO AND DEVELOPMENT IN 
CHILDHOOD. 
1994 
92. Nina-Beate Liabakk: DEVELOPMENT OF IMMUNOASSAYS FOR TNF AND ITS 
SOLUBLE RECEPTORS. 
93. Sverre Helge Torp: erbB ONCOGENES IN HUMAN GLIOMAS AND MENINGIOMAS. 
94. Olav M. Linaker: MENTAL RETARDATION AND PSYCHIATRY. Past and present. 
95. Per Oscar Feet: INCREASED ANTIDEPRESSANT AND ANTIPANIC EFFECT IN 
COMBINED TREATMENT WITH DIXYRAZINE AND TRICYCLIC ANTIDEPRESSANTS. 
96. Stein Olav Samstad: CROSS SECTIONAL FLOW VELOCITY PROFILES FROM TWO-
DIMENSIONAL DOPPLER ULTRASOUND: Studies on early mitral blood flow. 
97. Bjørn Backe: STUDIES IN ANTENATAL CARE. 
98. Gerd Inger Ringdal: QUALITY OF LIFE IN CANCER PATIENTS. 
99. Torvid Kiserud: THE DUCTUS VENOSUS IN THE HUMAN FETUS. 
100. Hans E. Fjøsne: HORMONAL REGULATION OF PROSTATIC METABOLISM. 
101. Eylert Brodtkorb: CLINICAL ASPECTS OF EPILEPSY IN THE MENTALLY RETARDED. 
102. Roar Juul: PEPTIDERGIC MECHANISMS IN HUMAN SUBARACHNOID HEMORRHAGE. 
103. Unni Syversen: CHROMOGRANIN A. Phsysiological and Clinical Role. 
 
1995 
104. Odd Gunnar Brakstad: THERMOSTABLE NUCLEASE AND THE nuc GENE IN THE 
DIAGNOSIS OF Staphylococcus aureus INFECTIONS. 
105. Terje Engan: NUCLEAR MAGNETIC RESONANCE (NMR) SPECTROSCOPY OF PLASMA 
IN MALIGNANT DISEASE. 
106. Kirsten Rasmussen: VIOLENCE IN THE MENTALLY DISORDERED. 
107. Finn Egil Skjeldestad: INDUCED ABORTION: Timetrends and Determinants. 
108. Roar Stenseth: THORACIC EPIDURAL ANALGESIA IN AORTOCORONARY BYPASS 
SURGERY. 
109. Arild Faxvaag: STUDIES OF IMMUNE CELL FUNCTION in mice infected with MURINE 
RETROVIRUS. 
1996 
110. Svend Aakhus: NONINVASIVE COMPUTERIZED ASSESSMENT OF LEFT 
VENTRICULAR FUNCTION AND SYSTEMIC ARTERIAL PROPERTIES. Methodology and 
some clinical applications. 
111. Klaus-Dieter Bolz: INTRAVASCULAR ULTRASONOGRAPHY. 
112. Petter Aadahl: CARDIOVASCULAR EFFECTS OF THORACIC AORTIC CROSS-
CLAMPING. 
113. Sigurd Steinshamn: CYTOKINE MEDIATORS DURING GRANULOCYTOPENIC 
INFECTIONS. 
114. Hans Stifoss-Hanssen: SEEKING MEANING OR HAPPINESS? 
115. Anne Kvikstad: LIFE CHANGE EVENTS AND MARITAL STATUS IN RELATION TO 
RISK AND PROGNOSIS OF CANCER. 
116. Torbjørn Grøntvedt: TREATMENT OF ACUTE AND CHRONIC ANTERIOR CRUCIATE 
LIGAMENT INJURIES. A clinical and biomechanical study. 
117. Sigrid Hørven Wigers: CLINICAL STUDIES OF FIBROMYALGIA WITH FOCUS ON 
ETIOLOGY, TREATMENT AND OUTCOME. 
118. Jan Schjøtt: MYOCARDIAL PROTECTION: Functional and Metabolic Characteristics of Two 
Endogenous Protective Principles. 
119. Marit Martinussen: STUDIES OF INTESTINAL BLOOD FLOW AND ITS RELATION TO 
TRANSITIONAL CIRCULATORY ADAPATION IN NEWBORN INFANTS. 
120. Tomm B. Müller: MAGNETIC RESONANCE IMAGING IN FOCAL CEREBRAL 
ISCHEMIA. 
121. Rune Haaverstad: OEDEMA FORMATION OF THE LOWER EXTREMITIES. 
122. Magne Børset: THE ROLE OF CYTOKINES IN MULTIPLE MYELOMA, WITH SPECIAL 
REFERENCE TO HEPATOCYTE GROWTH FACTOR. 
123. Geir Smedslund: A THEORETICAL AND EMPIRICAL INVESTIGATION OF SMOKING, 
STRESS AND DISEASE: RESULTS FROM A POPULATION SURVEY. 
1997 
124. Torstein Vik: GROWTH, MORBIDITY, AND PSYCHOMOTOR DEVELOPMENT IN 
INFANTS WHO WERE GROWTH RETARDED IN UTERO. 
125. Siri Forsmo: ASPECTS AND CONSEQUENCES OF OPPORTUNISTIC SCREENING FOR 
CERVICAL CANCER. Results based on data from three Norwegian counties. 
126. Jon S. Skranes: CEREBRAL MRI AND NEURODEVELOPMENTAL OUTCOME IN VERY 
LOW BIRTH WEIGHT (VLBW) CHILDREN. A follow-up study of a geographically based 
year cohort of VLBW children at ages one and six years. 
127. Knut Bjørnstad: COMPUTERIZED ECHOCARDIOGRAPHY FOR EVALUTION OF 
CORONARY ARTERY DISEASE. 
128. Grethe Elisabeth Borchgrevink: DIAGNOSIS AND TREATMENT OF WHIPLASH/NECK 
SPRAIN INJURIES CAUSED BY CAR ACCIDENTS. 
129. Tor Elsås: NEUROPEPTIDES AND NITRIC OXIDE SYNTHASE IN OCULAR 
AUTONOMIC AND SENSORY NERVES. 
130. Rolf W. Gråwe: EPIDEMIOLOGICAL AND NEUROPSYCHOLOGICAL PERSPECTIVES 
ON SCHIZOPHRENIA. 
131. Tonje Strømholm: CEREBRAL HAEMODYNAMICS DURING THORACIC AORTIC 
CROSSCLAMPING. An experimental study in pigs 
1998 
132. Martinus Bråten: STUDIES ON SOME PROBLEMS REALTED TO INTRAMEDULLARY 
NAILING OF FEMORAL FRACTURES. 
133. Ståle Nordgård: PROLIFERATIVE ACTIVITY AND DNA CONTENT AS PROGNOSTIC 
INDICATORS IN ADENOID CYSTIC CARCINOMA OF THE HEAD AND NECK. 
134. Egil Lien: SOLUBLE RECEPTORS FOR TNF AND LPS: RELEASE PATTERN AND 
POSSIBLE SIGNIFICANCE IN DISEASE. 
135. Marit Bjørgaas: HYPOGLYCAEMIA IN CHILDREN WITH DIABETES MELLITUS 
136. Frank Skorpen: GENETIC AND FUNCTIONAL ANALYSES OF DNA REPAIR IN HUMAN 
CELLS. 
137. Juan A. Pareja: SUNCT SYNDROME. ON THE CLINICAL PICTURE. ITS DISTINCTION 
FROM OTHER, SIMILAR HEADACHES. 
138. Anders Angelsen: NEUROENDOCRINE CELLS IN HUMAN PROSTATIC CARCINOMAS 
AND THE PROSTATIC COMPLEX OF RAT, GUINEA PIG, CAT AND DOG. 
139. Fabio Antonaci: CHRONIC  PAROXYSMAL HEMICRANIA AND HEMICRANIA 
CONTINUA: TWO DIFFERENT ENTITIES? 
140. Sven M. Carlsen: ENDOCRINE AND METABOLIC EFFECTS OF METFORMIN WITH 
SPECIAL EMPHASIS ON CARDIOVASCULAR RISK FACTORES. 
1999 
141. Terje A. Murberg: DEPRESSIVE SYMPTOMS AND COPING AMONG PATIENTS WITH 
CONGESTIVE HEART FAILURE. 
142. Harm-Gerd Karl Blaas: THE EMBRYONIC EXAMINATION. Ultrasound studies on the 
development of the human embryo. 
143. Noèmi Becser Andersen:THE CEPHALIC SENSORY NERVES IN UNILATERAL 
HEADACHES. Anatomical background and neurophysiological evaluation. 
144. Eli-Janne Fiskerstrand: LASER TREATMENT OF PORT WINE STAINS. A study of the 
efficacy and limitations of the pulsed dye laser. Clinical and morfological analyses aimed at 
improving the therapeutic outcome. 
145. Bård Kulseng: A STUDY OF ALGINATE CAPSULE PROPERTIES AND CYTOKINES IN 
RELATION TO INSULIN DEPENDENT DIABETES MELLITUS. 
146. Terje Haug: STRUCTURE AND REGULATION OF THE HUMAN UNG GENE ENCODING 
URACIL-DNA GLYCOSYLASE. 
147. Heidi Brurok: MANGANESE AND THE HEART. A Magic Metal with Diagnostic and 
Therapeutic Possibilites. 
148. Agnes Kathrine Lie: DIAGNOSIS AND PREVALENCE OF HUMAN PAPILLOMAVIRUS 
INFECTION IN CERVICAL INTRAEPITELIAL NEOPLASIA. Relationship to Cell Cycle 
Regulatory Proteins and HLA DQBI Genes. 
149. Ronald Mårvik: PHARMACOLOGICAL, PHYSIOLOGICAL AND 
PATHOPHYSIOLOGICAL STUDIES ON ISOLATED STOMACS. 
150. Ketil Jarl Holen: THE ROLE OF ULTRASONOGRAPHY IN THE DIAGNOSIS AND 
TREATMENT OF HIP DYSPLASIA IN NEWBORNS. 
151. Irene Hetlevik:  THE ROLE OF CLINICAL GUIDELINES IN CARDIOVASCULAR RISK 
INTERVENTION IN GENERAL PRACTICE. 
152. Katarina Tunòn: ULTRASOUND AND PREDICTION OF GESTATIONAL AGE. 
153. Johannes Soma: INTERACTION BETWEEN THE LEFT VENTRICLE AND THE SYSTEMIC 
ARTERIES. 
154. Arild Aamodt: DEVELOPMENT AND PRE-CLINICAL EVALUATION OF A CUSTOM-
MADE FEMORAL STEM. 
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CONSIDERATIONS AND WORKING ABILITY. 
166. John-Anker Zwart: LUMBAR NERVE ROOT COMPRESSION, BIOCHEMICAL AND 
NEUROPHYSIOLOGICAL ASPECTS. 
167. Geir Falck: HYPEROSMOLALITY AND THE HEART. 
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172. Hanne Ellekjær: EPIDEMIOLOGICAL STUDIES OF STROKE IN A NORWEGIAN 
POPULATION. INCIDENCE, RISK FACTORS AND PROGNOSIS 
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DISEASE OF MULTIPLE MYELOMA 
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RELATED SEIZURES 
186. Knut Ivar Aasarød: RENAL INVOLVEMENT IN INFLAMMATORY RHEUMATIC 
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ACID POLYMERS AND BACTERIAL COMPONENTS 
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198. Nanna Kurtze: THE SIGNIFICANCE OF ANXIETY AND DEPRESSION IN FATIQUE AND 
PATTERNS OF PAIN AMONG INDIVIDUALS DIAGNOSED WITH FIBROMYALGIA: 
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206. Li Lixin: ON THE REGULATION AND ROLE OF UNCOUPLING PROTEIN-2 IN INSULIN 
PRODUCING ß-CELLS 
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229. Solfrid Romundstad: EPIDEMIOLOGICAL STUDIES OF MICROALBUMINURIA. THE 
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NORTH SEA AND THE IMPACT OF THE ENVIRONMENT 
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MINERAL DENSITY IN A COMPREHENSIVE POPULATION SURVEY. THE NORD-
TRØNDELAG HEALTH STUDY 1995-97. THE BRONCHIAL OBSTRUCTION IN NORD-
TRØNDELAG STUDY 
233. Einar Kjelsås: EATING DISORDERS AND PHYSICAL ACTIVITY IN NON-CLINICAL 
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236. Anne Mari Sund: DEVELOPMENT OF DEPRESSIVE SYMPTOMS IN EARLY 
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HIPPOCAMPUS AND ENTORHINAL CORTEX OF BEHAVING RATS 
249. Wenche Brenne Drøyvold:  EPIDEMIOLOGICAL STUDIES ON WEIGHT CHANGE AND 
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ADOLESCENTS:  CHARACTERISTICS AND PSYCHOLOGICAL MANAGEMENT OF 
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257. Erik Skaaheim Haug:  INFRARENAL ABDOMINAL  AORTIC ANEURYSMS – 
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258. Daniel Kondziella: GLIAL-NEURONAL INTERACTIONS IN EXPERIMENTAL BRAIN 
DISORDERS 
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CELLS 
260. Kenneth McMillan:  PHYSIOLOGICAL ASSESSMENT AND TRAINING OF ENDURANCE 
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PREGNANCY 
264. Hild Fjærtoft:  EXTENDED STROKE UNIT SERVICE AND EARLY SUPPORTED 
DISCHARGE.  SHORT AND LONG-TERM EFFECTS   
265. Grete Dyb:  POSTTRAUMATIC STRESS REACTIONS IN CHILDREN AND 
ADOLESCENTS 
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269. Torstein Baade Rø:  EFFECTS OF BONE MORPHOGENETIC PROTEINS, HEPATOCYTE 
GROWTH FACTOR AND INTERLEUKIN-21 IN MULTIPLE MYELOMA 
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272. Therese Standal:  MULTIPLE MYELOMA:  THE INTERPLAY BETWEEN MALIGNANT 
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273. Ingvild Saltvedt:  TREATMENT OF ACUTELY SICK, FRAIL ELDERLY PATIENTS IN A 
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274. Birger Henning Endreseth:  STRATEGIES IN RECTAL CANCER TREATMENT – FOCUS 
ON EARLY RECTAL CANCER AND THE INFLUENCE OF AGE ON PROGNOSIS 
275. Anne Mari Aukan Rokstad:  ALGINATE CAPSULES AS BIOREACTORS FOR CELL 
THERAPY 
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STABILITY 
277. Stein Sundstrøm:  IMPROVING TREATMENT IN PATIENTS WITH LUNG CANCER – 
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278. Hilde Pleym: BLEEDING AFTER CORONARY ARTERY BYPASS SURGERY -  STUDIES 
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283. Linn Getz: SUSTAINABLE AND RESPONSIBLE PREVENTIVE MEDICINE.  
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289. Charlotte Björk Ingul:  QUANITIFICATION OF REGIONAL MYOCARDIAL FUNCTION 
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DISEASE.  AUTOMATED VERSUS MANUAL ANALYSIS DURING ACUTE 
MYOCARDIAL INFARCTION AND DOBUTAMINE STRESS ECHOCARDIOGRAPHY 
290. Jakob Nakling:  RESULTS AND CONSEQUENCES OF ROUTINE ULTRASOUND 
SCREENING IN PREGNANCY – A GEOGRAPHIC BASED POPULATION STUDY 
291. Anne Engum:  DEPRESSION AND ANXIETY – THEIR RELATIONS TO THYROID 
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EXPERIMENTAL IN VITRO STUDY 
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– ROLE OF STOMACH.  II: CARCINOGENIC EFFECTS OF HELICOBACTER PYLORI 
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298. Haakon R. Skogseth:  INVASIVE PROPERTIES OF CANCER – A TREATMENT TARGET ?  
IN VITRO STUDIES IN HUMAN PROSTATE CANCER CELL LINES 
299. Janniche Hammer:  GLUTAMATE METABOLISM AND CYCLING IN MESIAL 
TEMPORAL LOBE EPILEPSY 
300. May Britt Drugli:  YOUNG CHILDREN TREATED BECAUSE OF ODD/CD:  CONDUCT 
PROBLEMS AND SOCIAL COMPETENCIES IN DAY-CARE AND SCHOOL SETTINGS 
301. Arne Skjold:  MAGNETIC RESONANCE KINETICS OF MANGANESE DIPYRIDOXYL 
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RESONANCE IMAGING IN NEUROSURGICAL PATIENTS 
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